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373. Quarantine, Incubation, and Isolation at School 
R. E. Smith. Lancet [Lancet] 2, 1-5, July 5, 1947. 1 
fig., 6 refs. 


This paper, after an historical summary, describes the 
results of the abolition of quarantine for mumps, measles, 
rubella, pertussis, chicken-pox and scarlet fever at Rugby 
School. Observation of contacts has been substituted. 

From 1933 to 1947, of 203 boys exposed to infections, 
about half had had no previous attack. If quarantine 
had been strictly observed 4,224 days would have been 
lost. If only non-immune subjects had been excluded 
2,123 days would have been lost. Only 3 boys became 
ill, one during term with mumps. He was isolated on 
the first day, and no further cases occurred. In 16 years 
there have been 75 outbreaks of infectious disease; in no 
case did the originator know that he had been in contact 
with the exanthema concerned. Incubation periods are 
discussed, and a distinction is made between diseases 
held to be incubated in the respiratory tract—such as 
measles, which is infectious for at least 6 days before 
appearance of the rash—and those held to be incubated 
in the nervous system—such as mumps and chicken-pox, 
which are non-infectious for the first 14 days of incuba- 
tion. 

A table shows the history of infectious diseases in 513 
boys on leaving school. Nearly all of these had been at 
the school for 5 years. From this table it is deduced that 
measles and chicken-pox are “ inevitable diseases ’’, and 
that the incidence of these and other infections would 
not have been influenced by enforcement of traditional 
quarantine. After the age of 3, mere postponement of 
most common infectious diseases is deprecated. Thus, 
mumps in the male may cause orchitis and testicular 
atrophy after puberty, while rubella may damage the 
foetus in the pregnant female. 

From clinical experience the author considers the 
following isolation periods sufficient for patients with 
virus diseases. Mumps: 3 to 4 days after subsidence of 
swelling. Measles: in uncomplicated cases 4 to 5 days 
after the temperature has become normal. [Measles is 
not infectious after the temperature has remained normal 
for 48 hours; complications do not lengthen the infec- 
tivity of the original disease.] Rubella: 4 to 5 days from 
onset. Chicken-pox: as soon as scabs have separated. 
The author states that consideration of the patient, the 
disease, and the bacteriological findings must determine 

the length of infectivity in each case of bacterial infection. 
In Sonne dysentery quarantine is lifted when the patient 
is clinically well, but he must be instructed in personal 
hygiene. Bacteriological examination of stools must be 
carried out, but positive findings do not dictate a pro- 


longation of quarantine. Records of 25 cases of 
whooping-cough show that the patients were released at 
times varying from the 20th to the 38th day from the 


onset of cough, after three or four negative bacterial — 


findings. The author considers that by the time the 
whoop appears infectivity is practically nil. [Many 
clinicians would disagree with this.] It is emphasized 
that cases of scarlet fever should be nursed in separate 
wards to prevent cross-infection by different types of 
streptococci. !n 35 cases isolation varied from 3 to 
just under 6 weeks, the period being determined by 
clinical and bacteriological findings. 

[This refreshing paper should be read in the original 
by all concerned with infectious diseases, especially those 
working in the sometimes arid atmosphere of school 
medicine. ] C. E. Donaldson 


374. Work of a Tuberculosis Contact Clinic for Young 
Children, 1941-5 

F. J. W. MILter. British Medical Journal (Brit. med. J.) 
2, 91-94, July 19, 1947. 11 refs. 


The author describes the establishment in Newcastle- 
upon-Tyne of a clinic for tuberculosis contacts under 
5 years of age and the work done in it from June, 1941, 
to December, 1945. It was conducted in the children’s 
department of a general hospital and not in connexion 
with a tuberculosis dispensary. 

For the first 6 months the “ patch”’ tuberculin test 
was Carried out at the child’s home, and if it was positive 
the child was brought to the clinic for clinical and radio- 
logical examination. Later this method was abandoned. 
Thereafter all children were brought to the clinic, given 
an intradermal Mantoux test (0-1 ml. of 1 in 1,000 old 
tuberculin), and radiographed. The test was read on 
the third day. Only 10% of parents failed to attend at 
the clinic, but the need for a reliable test which avoids 
the use of an injection is stressed. Erythrocyte sedi- 
mentation rates were not estimated. Only cases admitted 
to hospital were notified. 

Tables are given relating to 520 children examined. 
Half of the children in contact with ** open ’’ pulmonary 
tuberculosis, and one-fifth of those in contact with 
“‘closed’’ pulmonary cases, gave a positive reaction 
when first examined. Only 12 out of 151 contacts of 
extrapulmonary cases were positive when first seen. 
In symptomless primary tuberculosis admission to 
hospital is necessary only if home conditions are un- 
favourable or if it is impossible to separate the child 
from infection. During 1941-4, cases could not be 
admitted for such reasons alone; the criteria for admis- 
sion were cough, wheezing, loss of weight, progressive 
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extension of radiographic shadows, bone tuberculosis, or 
. extremely adverse social conditions during the early 
phase of the infection. Of 369 children who had been 
in contact with pulmonary tuberculosis, 57 were admitted 
for one of the above reasons and 8 because of acute 
disseminated tuberculosis or tuberculous meningitis. 
The total mortality was 5%. The distribution of deaths 
in relation to the age of the child at first exposure 
showed that the risk of exposure was greatest in the 
first year and subsequently declined, with a marked fall 
after the age of 2 years. During the period under 
consideration there were 66 deaths from tuberculosis 
among the 18,000 children under 5 years of age in the 
city; 19 of these (30% of the total) occurred in the small 
group of 369 at special risk. 

The author reviews the findings of a number of other 
workers on measures to reduce the mortality and 
morbidity in such home contacts, and concludes that, if 
the original case cannot be completely isolated or the 
child sent to relatives, either infants’ homes or foster- 
parents are required. He estimates that for a city the 
size of Newcastle (270,000 inhabitants) an infant home of 
40 beds would be required with an annual running cost 
of £4,000 excluding capital charges. A foster-parent 
scheme would cost approximately £3,000 per annum. 
He considers that the foster-parent scheme is theoretically 
more satisfactory than the institution, but points out 
that Wallgren in Sweden takes the opposite view. Ten 
hospital beds for children under 3 years old would also 
be required, as well as accommodation for children with 
acute disseminated disease and for those over 3 years old 
in a children’s sanatorium. Unless examination of such 
contacts is backed by the provision of hospital beds and 
facilities for separating the children from danger of 
infection, it is not of great value beyond the clinical and 
epidemiological interest which it provides. 

R. J. Lumsden 


375. Experiments in the Hybridisation of Tsetse-flies 
(Glossina, Diptera) and the Possibility of a New Method 
of Control 

F. L. VANDERPLANK. Transactions of the Royal Entomo- 
logical Society of London [Trans. R. ent. Soc. Lond.} 98, 
1-16, June 30, 1947. 8 figs., 11 refs. 


It is relatively easy to reduce a high density of tsetse 
fly to a low one; on the other hand, it is well recognized 
that it is very difficult, and in most areas has so far 
proved impossible, to reduce this low density to zero. 
It has been suggested that interference with one species 
by another might be used as a measure of control. The 
author carried out the experiments and observations 
recorded in his paper in order to explore the possibility 
of applying this method for the extermination of Glossina 
swynnertoni from an area. The results of his laboratory 
experiments showed that “ crossing Glossina morsitans 
with G. swynnertoni generally results in insemination 
but no offspring; when hybrids are produced they appear 
at long and irregular intervals and the males are com- 
pletely sterile, the females are at least partly sterile’. 
These promising laboratory results encouraged the 
author to test the method in the field. “.. . with this 
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object 144,000 morsitans pupae from Kondoa | 
Tanganyika, were introduced into an isolated block of 
country, about 10 square miles in area, where by other 
measures the density of swynnertoni has been bro 
low. The morsitans will probably breed to a limited 
extent, but it is hoped that a will ultimately die out 
after the introductions cease” 

The author points out that “ it should be possible to 
calculate the time required for the introduced species 
(morsitans) to sterilize or hybridize out the indigenoys 
species (swynnertoni). Such a calculation was made at 
the beginning of this field experiment, and in July, 1945, 
after the experiment had proceeded for 12 months, the 
swynnertoni numbers had decreased according to mathe. 
matical expectation’’. He states that “it is intended to 
publish a separate account of the details of this experi. 
ment, and the above notes are only included . . . to 
show the practical applications of the seemingly academic 
laboratory experiments and observations ”’. 

R. M. Gordon 


376. Rickettsialpox—A Newly Recognized Rickettsial 
Disease. III. Epidemiology 

M. GREENBERG, O. J. PELLITTERI, and W. L. JELLIson, 
American Journal of Public Health [Amer. J. publ. = 
37, 860-868, July, 1947. 1 fig., 6 refs. 


During the summer of 1946 an outbreak of an unclassi- 
fied disease occurred in a suburb of New York, involving 
69 flats built in three three-story blocks of 23 and 
inhabited by 2,000 individuals (including 600 children 
under 15) in 483 families. Records were obtained of 
124 cases occurring between January and October. 
Sex distribution was approximately equal, and all age 
groups from 3 months to 71 years were attacked. None 
of the few Negro porters working in the flats was affected. 
Clinically, there was an initial papule of 0-5 to 1-5 cm. 
diameter which became vesicular and dried, leaving a 
black eschar which ultimately sloughed to leave a small 
scar. Regional lymph nodes became enlarged. A week 
afterwards acute pyrexia with sweats, backache, and 
headache appeared and was followed in from 2 to 4 
days by a maculo-papular and papulo-vesicular rash. 
Duration of illness from initial lesion to complete 
recovery was about 3 weeks, the acute symptoms and rash 
lasting for 7 to 10 days. There were no complications 
and no deaths; laboratory findings were negative except 
for leucopenia. Bacterial agglutination reactions were 
negative during convalescence as well as in the acute stage 
of the disease. Age, sex, occupation, food (including 
milk), water, sanitary arrangements, mosquitoes, dogs, 
horses, housing defects, and flies were excluded as 
epidemiological factors, but not mice which infested the 
basement. These were therefore trapped for study and 
examination for ectoparasites. Small mites were dis- 
covered on basement walls and identified as Allo- 
dermanyssus sanguineus. Meanwhile a strain of rickett- 
sia had been isolated from the blood of a patient. 
Serological investigations with antigens prepared from 
the organism (M.K. strain) gave positive complement- 
fixation reactions against sera of recovered cases and also 
showed a relationship to Rocky Mountain spotted fever. 
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Systematic trapping of rodents in the different buildings 
disclosed some mites on freshly trapped house mice, but 
most of them were found on external walls of basement 
incinerators. Rickettsial strains isolated from each of 
two lots of mites were identical with‘that isolated from 
the patient [see also Heubner, ef al., Publ. Hith Rep., 
Wash., 1946, 61, 1677]. The basement incinerators were 


fed from chutes leading down from the respective 


floors of each building. Garbage, paper, and refuse 
thrown down the chute by the tenants landed on the 
fire-grate of the incinerator, and an attendant was 
supposed to set fire to the material. Ashes and objects 
not reduced by fire should have been removed in large 
cans for refuse disposal by the sanitary department. 
During the 4 or 5 years preceding the outbreak, shortage 
of labour had prevented the efficient service of the 
incinerators, the accumulation of garbage in which 
supplied food for mice. In one apartment mouse 
droppings were observed in a patient’s bed and mice were 
caught in traps. Complement-fixing antibodies of 
rickettsialpox were demonstrated in sera from trapped 
mice. An organism identical with the M.K. strain 
was recovered from one of the mice trapped in the infested 
apartments. Mites were found in one-fourth of the 
affected dwellings, and from this one-fourth came more 
than half of the known cases. More than twice as many 
cases came from Block I, where mites were found in 
abundance, as from Block III, where they were not 
abundant. The 124 cases investigated were reported 
from 78 families; single cases came from 47 families, 
2 cases each from 20, 3 cases each from 7, and 4 cases 
each from 4 families. 

The authors also saw 20 additional cases in four of the 
five city boroughs which exhibited features clinically, 
serologically, and aetiologically similar to those already 
described but not apparently connected with the first 
group of 124 cases. In this group the incubation period 
varied between 5 and 24 days. Control measures 
recommended were elimination of mouse harbourages 
and destruction of mice, cleaning up of basements, and 
regular and adequate firing of basement incinerators. 
The organism conveyed by bloodsucking mites, with or 
without help of the domestic mouse (Mus musculus), and 
causing this “ hitherto undescribed rickettsialpox,” is 
labelled Rickettsia akari. J. Greenwood Wilson 


See also Abstracts of World Medicine, 1947, 2, 332, 
556, and 683. 


377. The Peripheral Spread of Poliomyelitis through 
Rural and Urban Areas: Observations from a Recent 
Epidemic 

J.R. Pau. Yale Journal of Biology [Yale J. Biol. Med.] 
19, 521-536, March, 1947. 8 figs., 17 refs. 


The author studied the spread of poliomyelitis in an 


epidemic involving parts of New York State and Pennsyl- 
vania in 1944. The epidemic area was mostly rural, 
but four towns of over 16,000 inhabitants were involved. 
It covered almost 10,000 square miles (25,900 km.*). 
The epidemic evidently progressed in all directions at 
almost the same rate of spread (0-5 mile (0-31 km.) per 


day), irrespective of whether the area was traversed by 
main highways or secondary roads. Although the area 
was predominantly rural, the author draws attention to 
the frequency of motor trips to near-by towns. The 
epidemic in question apparently started in: two townships 
in Pennsylvania in the winter of 1943. Eight paralytic 
cases occurred in October and November, 1943, and 
January, February, and May, 1944. Subsequently 30 
more cases appeared in the surrounding area in June, 
July, and August, 1944. From this central focus the 
June epidemic quickly radiated in all directions. A 
series of seven arbitrary concentric zones, each 8 miles 
(4:97 km.) wide, were marked off on a map, on which 
cases were “‘ spotted’’. By and large, despite consider- 
able irregularities, the onset, peak, midpoint, and end 
of each minor outbreak tended to occur progressively 
later in each zone. It took between 64 and 107 days 
for the whole epidemic to traverse the seven zones. It 
is probable, of course, that the notified cases represented 
not more than 20% of all cases that occurred. Along 
One country road, for a few miles, there were one or more 
cases in half of the households. In one village near this 
road there were no fewer than 63 cases out of 1,292 
people. The attack rate in rural areas was 391 and in 
urban areas 222 per 100,000, bearing out the previously 
reported higher incidence in rural areas. 

Analysis showed that rural poliomyelitis tended to 
attack the older age groups more than was the case in 
urban districts. The difference lay essentially in the 
relatively high attack rate for-urban infants (0 to 5) and 
the relatively high rate for rural adolescents and young 
adults (15 to 24), and for adults (25 to 44). This is a 
strong point in favour of the view that the juvenile rural 


population in the area concerned had not had previous 


prolonged contact with the virus, thus acquiring immunity. 
This study emphasizes that poliomyelitis may occur in 
the winter months but makes little headway. With the 
onset of warmer weather, something occurs to facilitate 
the spread of the virus or to reduce host resistance. 

A. J. Rhodes 


378. Inactivation of Partially Purified Poliomyelitis 
Virus in Water by Chlorination. II 

S. G. LENSEN, M. RHIAN, and M. R. STEBBINS. American 
Journal of Public Health [Amer. J. publ. Hlth] 37, 869- 
874, July, 1947. 4 refs. ; 


This is the authors’ second paper on the subject. [For 
their first paper see J. Amer. Wat. Wks Ass., 1945, 38, 
1069.] A 10% suspension of mouse spinal cords and 
meduilae (containing mouse-adapted Lansing strain of 
poliomyelitis virus) in saline was centrifuged at 3,000r.p.m. 
for 25 minutes, then ultracentrifuged at 20,000 r.p.m. for 
15 minutes, and finally at 40,000 r.p.m. for 3 hours. 
Supernatant fluid was discarded and residual pellets 
were rinsed before re-suspension in saline and restoration 
to original volume. After vigorous shaking, suspension 
was cleared by centrifugation at 4,000 r.p.m. for 15 
minutes and supernatant fluid used either for the experi- 
ments or for further purification. Where a higher degree 
of purification was desired the cycle was repeated once 
or twice. For the chlorination experiments 100-ml. 
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samples of distilled water were used and residual chlorine 
values determined by the orthotolidine arsenite test. 
For the experiments at the higher pH range a diluted 
sodium-hydroxide-boric-acid buffer was used. The 
temperature of the samples varied between 20° and 30° C. 
They were tested for virus content by intracerebral 
inoculation into white mice (0-03 ml.). 

Chlorination experiments were carried out at pH 6-85 
to 7-4 and at pH 8-95 to 9-25, on the basis of contact 
periods of 10, 30, and 60 minutes and 2, 3, and 4 hours 
with 0-5 and 0-25% virus preparations subjected to 1, 2, 
and 3 cycles of ultracentrifugation, with a dosage of 
chlorine varying from 0-5 to 10 parts per million (p.p.m.). 
[These experiments differ from those described in the 
previous paper in: (1) the shorter contact periods for 
samples with residuals of free chlorine and chloramine, 
and longer contact periods for samples with only residual 
chloramine; (2) the higher pH range for some of them.] 
Failure to obtain low free chlorine residual values with 
no or very little chloramine means that the evaluation of 
virucidal action in these experiments can be attempted 
only by taking into account both chemicals. The 
authors deduce from their experimental data that the 
virucidal action of mixed residuals can be attributed 
entirely to free chlorine only in the case of very low 
residual chloramine (below 0-3 p.p.m.), and that in the 
presence of higher chloramine values the possibility of 
combined action of free chlorine and chloramine should 
not be excluded. [For a contrary view see Ridenour 
and Ingols, Amer. J. publ. Hith, 1946, 36, 639.] 

At a pH of from 6°85 to 7-4, virus was inactivated after 
a contact period of 10 minutes in all samples with residuals 
consisting of free chlorine and chloramine (even with as 
little as 0-05 p.p.m. free chlorine). At pH 8-95 to 9-25 
data suggest a decrease of virucidal action depending 
on the pH. Residual chloramine values of 0-5 to 
0-75 p.p.m. usually inactivate virus in less than 2 hours, 
but values of 0-2 p.p.m. or less fail to do so. 

J. Greenwood Wilson 


379. Early Immunization against Pertussis 

J. M. Apams, A. C. KIMBALL, and F.H. ADAMS. Ameri- 
can Journal of Diseases of Children [Amer. J. Dis. 
Child. 74, 10-18, July, 1947. 3 figs., 13 refs. 


The authors investigated the possibility of protecting 
infants against pertussis during the first 6 months of life, 
and in doing so learnt more about the general production 
of antibody by young infants. By agglutination tests 
they demonstrated the inability on the part of some 
infants to form specific antibody. 

Groups of mothers and infants were studied at 
approximately monthly intervals during the first year of 
the infant’s life. The infants were given 3 inocula- 
tions of 2:5 ml. “ Phase 1 superconcentrate ’’ vaccine 
(40,000 million organisms per ml.), a total dose of 100,000 
million organisms, at weekly or monthly intervals, the 
individual doses being 0-5, 1, and 1 ml. Details are 
given of a simple method of obtaining blood from the 
infants. Mothers immunized during the last 3 months 
of pregnancy were given 3 inoculations at 2-week 
intervals with a total of 100,000 million organisms. In 


a study of the agglutinating titre of colostrum with 
Haemophilus pertussis it was found that to obtain satis. 
factory results the colostrum must be clarified either with 
ether or by Seitz filtration. It was proved experimentally 


‘that such clarification of the colostrum did not remove 


antibodies from it. 

Seven groups were studied: (1) Seven mothers and 
infants were not immunized and were used as controls, 
Two of the babies in this group were born with low 
titres; these fell to zero by 2 weeks of age. All subse. 
quent determinations were negative. (2) Twenty-one 
babies were inoculated at weekly intervals, the inocula- 
tions in all but 4 being completed before 1 month of 
age. Six babies showed no rise in titre, the others having 
definite rises, the mean titre at 1 month being | in 160, 
This tended to drop rapidly. (3) Nineteen babies were 
given inoculations at monthly intervals, immunization 
in all but 8 being completed before the third month 
of life. Five babies showed no rise of titre, but the mean 
titre at 4 to 5 months was 1 in 80. (4) Infants ona high- 
protein diet were given 3 inoculations, but the protein 
intake was found to have no effect on the agglutination 
response. (5) Sixteen mothers were immunized during 
the last 3 months of pregnancy. The mean titre in the 
mothers at term was 1 in 320. The mean titre of cord 
blood was 1 in 160; at 2 months of age it was 1 in 80, 
but during the first 6 months of life the titre was gradually 
lost. Three of the babies showed no agglutinating titre 
in the cord blood. No active immunity developed in 
utero in babies of immunized mothers. (6) Specimens 
(142) of mothers’ ante-partum blood and cord blood 
were tested. Negative results were obtained in 109 
pairs of samples. Four pairs gave positive results at a 
low level. In 26 cases the titre of cord blood was lower 
than that of ante-partum blood, and in 3 cases it was 
higher. (7) Thirty samples of colostrum were tested for 
Haemophilus pertussis antibodies, which were present 
but in lower titre than in the maternal cord blood. Their 
significance in the human being is probably negligible. 

The authors conclude that early immunization is a 
safe and practical procedure and very desirable. Reac- 
tions to inoculation were negligible. The weekly 
inoculations gave a surprisingly rapid agglutination 
response. It remains to be seen whether the titre level 
can be maintained by continuing to give antigen at 
monthly intervals during the early months of infancy. 

B.S. P. Gurney 


380. Neurologic Complications following the Administra- 
tion of Pertussis Vaccine 

M. Bropy. Brooklyn Hospital Journal [Brooklyn Hosp. 
J.) 5, 107-113, April, 1947. 2 figs., 9 refs. 


Damage to the central nervous system may complicate 
whooping-cough. It mainly affects children under 2 
years of age and tends to appear between the second and 
seventh weeks of illness. Its incidence bears no relation 
to the severity of the disease. Neurological complica- 
tions resulting from the administration of pertussis 
vaccine, however, have not hitherto been described. The 
author gives a detailed account of two cases. 

The first patient at the age of 54 months had an attack 


& 
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of whooping-cough (then undiagnosed), during which 
an injection of pertussis vaccine was given. This was 
followed by hypotonia, drowsiness, and difficulty with 
defaecation and urination. The condition passed off 
but returned when the child was 9 months old, more 
severely and at a shorter interval, after a second injection. 
A third injection was mistakenly administered 6 weeks 
later and the child’s condition again became worse. A 
left hemiplegia developed, which later became spastic, 
and mental deterioration set in. An intradermal test 
dose of pertussis vaccine was given in an attempt to 
discover whether this was the cause of the hemiplegia. 
No result was observed after 25 minutes and the test was 
pronounced negative. Later, however, the boy developed 
a complete flaccid paralysis and died of broncho- 
pneumonia at the age of 43 months. 

The clinical picture in this first case was that of 
demyelinating disease of the central nervous system. 
The cortical grey matter was the site of the damage in 
the second case—that of an infant who began to have 
convulsions after his second injection of pertussis vaccine. 
The child received two more injections in quick succession, 
and after each his condition worsened. Mental deteriora- 
tion and generalized convulsions were the characteristic 
features of the case. Pneumo-encephalograms (repro- 
duced in the article) show clearly the exaggerated sulcal 
markings of cortical atrophy. At 34 months the child 
was unable to walk or talk. At present he is having 
“ blackouts ’”? some two or three times weekly, although 
the convulsions are not so severe as formerly. 

Both these cases had a family history of allergy. In 
the author’s view the nerve lesions described are sensitiza- 
tion phenomena, both in whooping-cough itself and 
in the post-vaccination syndrome. In 1941 Dolgopol 
demonstrated lymphocytic plugs in brain capillaries and 
veins in 11 out of 15 cases of pertussis where the patients 
died in convulsions. The author proposes to test 
experimentally this hypothesis that sensitization produces 
intravascular agglutinations of lymphocytes. 

Nervous complications of pertussis vaccination would 
seem to be extremely rare and the risk must be con- 
sidered very slight. The author suggests, however, that 
any untoward somnolence or other nervous manifestation 
must be taken as a contraindication to further dosage 
with vaccine. Indeed, pertussis vaccine should not be 
given to any child where an undiagnosed nervous disease 
exists. Preliminary skin testing may be unreliable. 

T. E. Graham 


381. The Present Position and Future Prospects in 
Whooping Cough Immunization 

R. CRUICKSHANK. Journal of the Royal Sanitary 
Institute [J. R. sanit. Inst.] 67, 243-248, July, 1947. 16 
refs. 


This is a review of some of the problems of the control 
of whooping-cough. For early bacteriological diagnosis 
swabbing of the nasopharynx is better than the .cough- 
plate method. Antisera to confer a passive immunity 
are not in common use, but there is evidence that they 
have some value. The important consideration in active 
immunization appears to be the quality of the vaccine; 
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conflicting reports on the value of vaccines may be due 
to differences in the vaccines. Extensive field trials are 
now being carried out in Britain to measure the value of 
pertussis vaccines, but it is too early as yet to assess the 
results. Scott Thomson 


382. An Epidemic of Diphtheria 
W. A. REILLY. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 74, 130-139, Aug., 1947. 3 refs. 


This report concerns 216 patients treated by the 
personnel of a U.S. Army hospital in Sicily in 1943-4. 
Questions discussed include: the occurrence of active 
diphtheria in Schick-negative subjects; the behaviour of 
diphtheria in Schick-positive subjects; the influence of 
sulphonamides on the disease and on the carrier state; 
the persistence of positive Schick reactions after diph- 
theria; the duration of the carrier state; the duration of 
the virulence of the bacillus. D. Gairdner 
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383. The Dust Hazard in Tremolite Talc Mining 
L. GREENBURG. Yale Journal of Biology and Medicine 
[Yale J. Biol. Med.) 19, 481-501, March, 1947. 22 refs. 


Tremolite, which is a calcium magnesium silicate 
obtained by mining, is pulverized and sold as a form of 
talc. The literature on talc dust is reviewed; it indicates 
that, while in animal experiments subcutaneous or 
intraperitoneal injections may produce granulomata, it 
has not been shown that inhalation produces pulmonary 
fibrosis. Writers both in Europe and in the U.S.A. 
have reported the existence of pneumoconiosis, con- 
sisting of a diffuse generalized fibrosis, among talc- 
workers; the radiographic appearances are most marked 
in the lower two-thirds of the lung fields; nodulation has 
been stated to occur. 

Summaries of 5 fatal cases in the U.S.A. are given [no 
necropsy findings are quoted], and a study of talc 
miners and millers in St. Lawrence County, N.Y., is 
detailed. The talc mined is a fibrous variety called 
asbestine, accompanied by tremolite in a fibrous state. 
The free silica content of the dust is stated to be less than 
1%. In the mines drilling is dry and little dust control 
is used. Dust-concentration figures (sampled by midget 
impinger) are given. At the mills the material is crushed, 
screened, milled in pebble-mills, air-separated, and 
bagged; some dust-control measures are used in the 
last two operations. 

An initial radiological survey showed pulmonary 
fibrosis in 14-5% of 221 men examined, giving a soft hazy 
** sround-glass ’’ appearance or a granularity of the lung 
fields, and in some cases a nodulation radiologically of 
silicotic type. A table shows that of those aged 50 or 
over fibrosis was found in 4-9% of the controls (carpet- 
workers) and in 51-5% of the talc-workers. Fibrosis 
was relatively more prevalent among millers than among 
miners. Symptoms were those of pneumoconiosis; 
dyspnoea was greater than the radiographic changes 
might have suggested. The incidence of active tuber- 
culosis was slightly higher than expected. In 6-3% of 
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the 221 men deposits or plaques of radio-opaque material, 
often of considerable size and apparently in the visceral 
pleura, were found. These “talc plaques”’ have no 
relation to previous infection, and may not be associated 
with fibrosis in the adjacent parenchyma or with changes 
in the corresponding hilar glands; in some cases no 
other lung changes were found; the plaques are considered 
to be symptomless. A marked similarity is indicated 
between tremolite-talc pneumoconiosis and asbestosis. 
The author concludes that this dust carries a definite risk 
and that its control is necessary. L. W. Hale 


384. The Influence of Calcium Carbonate on Settling 
Characteristics of Silica Dust 

M. W. First and L. SitveRMAN. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.] 29, 259-264, 
July, 1947. 4 figs., 6 refs. 


The quick settling of dusts after blasting in mines is 
important, and it has been stated that when the 
blasting charges were tamped with a _ carbonate 
mineral dust the resulting dust cloud (containing silica 
from the mine rock and carbonate from the tamping 
charge) settled out of the air in about 15 minutes. 
However, the evidence is uncertain, so a series of exact 
tests were made in a 1,200 cubic foot (34 m.*) chamber. 
The dusts employed were ground silica prepared from 
quartz, and ground marble containing 85% of calcium 
carbonate. In each series of experiments runs were 
made with silica, with calcium carbonate, and with the 
two substances mixed equally by weight. Settling curves 
for 0-4 p silica and carbonate dust clouds, and for their 
mixture, did not differ significantly, but 2-4 p silica 
settled much faster than 1-8 calcium carbonate, while 
the mixture settled at an intermediate rate. Statistical 
analyses of these and other data are given. 

H. M. Vernon 


385. Appraising Exposures to Silica Dust 

E. R. HoLtpen, W. C. L. HEMEoN, and E. C. Hyatt. 
Journal of Industrial Hygiene and Toxicology {J. industr. 
Hyg.] 29, 265-268, July, 1947. 8 refs. 


The risk of silicosis depends largely on the size of the 
silica particles inhaled, and it is considered that particles 
of less than 5 4, and especially those of 1 to 3 yu, are the 
most active and dangerous. It is well known that the 
composition of air-borne dust may differ markedly from 
that of the material from which it arises, and that a 
considerable proportion of the particles are larger than 
5. Inorder to avoid the influence of the non-significant 
large particles the investigators have separated numerous 
samples of air-borne dust by sedimentation into fractions 
larger and smaller than 5. Most of the dust samples, 
including those from a pottery, a foundry, and a glass- 
works, were found to contain more than 50% of oversize 
particles, and some of them over 75%. Moreover, the 
proportions of silica in the dust samples may differ 
greatly, and there may be only one-fourth as much 
silica in the fine dust as in the total sample, though in 
some instances no differences are found. 

In order to collect air-borne dust for the purpose of 


separation the investigators filtered the air through 
double-filter screens made of 100-mesh copper screening 
clamped together, with a }-in. (0-65 cm.) layer of salicylic 
acid supported between them. The dust-containing 
salicylic acid was then dissolved in ethyl alcohol, and the 
dust suspension filtered off and washed free of salicylic 
acid. It was agitated with alcohol and allowed to settle 
for 40 minutes. The supernatant suspension was 
siphoned off, and the processes of agitation with alcohol, 
settling, and siphoning were repeated eight or ten times, 
M. Vernon 


386. Penetration of Air-borne Particulates through the 
Human Nose 

H. D. LANDAHL and S. BLAck. Journal of Industrial 
Hygiene and Toxicology [J. industr. Hyg.) 29, 269-277, 
July, 1947. 3 figs., 8 refs. 


When air-borne particles are inhaled into the respiratory 
tract a certain fraction is deposited in the nasal passages, 
and this investigation records the relation of particle 
diameter and rate of air flow to the penetration of particu- 
late material through the human nose. From a cloud 
reservoir (15 litres or more in size) containing the particu- 
late material to be investigated a current was drawn 
through a tube which entered a tight-fitting face-mask near 
the nose. A side-tube took a sample of the influent air to 
a cascade impactor, by means of which the size of the 
particles was ascertained. The air of the effluent tube 
passed from the mouth of the subject to another cascade 
impactor for sampling. During the experiment the sub- 
ject (one of the six tested) held his breath, usually for 
half a minute. Three particulate materials were investi- 
gated—namely, corn-oil droplets, and dusts of NaHCO, 
and Ca,(PO,),. The results obtained show that the 
smaller the size of the particles the greater the fraction 
penetrating the nasal passages and appearing in the 
effluent air. For instance, in a test with corn-oil droplets 
and an air-flow rate of 60 1. per minute, 29% of the 
incident cloud having 2-3 ~ droplets appeared in the 
effluent, while 84% of the 0-73 « droplets so appeared. 
Also, the more rapid the air current the greater the 
penetration. With air currents of 10, 17, and 60 1. per 
minute the particle diameters of corn oil corresponding 
to a 50% penetration were 8, 5, and 2 respectively. 
For sodium bicarbonate particles, at 17 and 60 |. per 
minute, the diameters for 50% penetration were 2 and | p, 
and for tricalcium phosphate the 50% penetration size 
at 17 1. per minute was 4. The greater penetration of 
corn-oil droplets than of sodium bicarbonate particles 
was probably due in large part to their lower density. 

H. M. Vernon 


387. The Effect of Administering a Vitamin Supplement, 
in Capsules, to Groups of Workers in the Steel Industry 
A. C. Ivy, F. T. Junc, F. C. Binc, and L. CIsier. 
Industrial Medicine [Industr. Med.] 16, 163-167, April, 
1947. -2 refs. 


This investigation was designed to determine whether 
beneficial effects could be detected by giving steel- 
workers a daily dose of 5,000 U.S.P. units of vitamin A, 
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_10 cubic metres of air. 


6 mg. of thiamine hydrochloride, 6 mg. of riboflavin, 


40 mg. of niacinamide, 150 mg. of ascorbic acid, and 


g00 U.S.P. units of vitamin D. 

The workers (241) were divided into three groups 
receiving, respectively, vitamin capsules, placebo capsules, 
andnothing. After 4 months, treatment was changed for 
the three groups. In a third period another change of 
treatment was made for some workers over a period of 
2months. Workers were questioned about their general 
health, appetite, and sleep. Other criteria used were 
production figures, and voluntary and sickness absence. 

There was no evidence that workers were significantly 
affected more by the vitamin capsules than by the 
placebo capsules, except that those who received vitamins 
were more willing to purchase these than those who had 
placebo capsules. The former group also felt signi- 
cantly better. This result may have been due to some 
subtle experimental error or a chance coincidence. The 
investigation showed that giving capsules containing 
vitamins or an inert substance improved morale. It had 
a favourable effect on voluntary. absence from work 
but no effect on absence due to sickness. The authors 
emphasize that these results do not imply either that all 
workers were fed on an adequate diet or that the vitamin 
supplements were unsatisfactory. They indicate that 
these steel-workers did not need the vitamin supplements, 
in so far as this could be detected by the criteria used. 

R. S. F. Schilling 


388. Use of Plastic Chips in the Control of Chromic 
Acid Mist 

J. E. Motos. Industrial Medicine [Industr. Med.| 16, 
404-405, Aug., 1947. 1 ref. 


The control is considered of chromic acid mist in the 
workers’ breathing zone above chromium-plating tanks 
used in the electroplating industry. Until recently 
control of chromic acid mist has been effected largely 
by means of local exhaust ventilation, but this type of 
control, while effective, results in a considerable loss of 
chromic acid through the exhaust system. 

A newer practice is the surface application of plastic 
chips. The essential requirements for material used in 
this way are: (1) the solid particles must be able to 
float on the surface of the chromium-plating bath; 
(2) the particles must not be affected by such physical 
conditions of heat and electricity as exist in chromium- 
plating tanks; (3) the material must be inert chemically 
to all substances encountered in the plating solution. 
Many plastics easily fulfil these requirements. 

A field test conducted at the Naval Air Station, Pensa- 
cola, Florida, to determine the effectiveness of one type 
of plastic-chip covering is described. With a 60-minute 
sample, taken 8 in. (20 cm.) above the liquid surface and 
4 in. (10 cm.) from the anode, with an exhaust ventilation 
rate of 170 cubic feet of air per square foot (5 m.* per 
1,000 cm.*) of surface area, the average atmospheric 
concentration of chromic acid obtained with the use of 
spray-reducer chips was found to be 0-2 to 0-5 mg. per 
Under exactly the same con- 
ditions but without spray-reducer chips, 45 to 50 mg. 
of chromic acid per 10 cubic metres of air was found. 
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A 15-minute sample, taken under the original conditions 
but without the provision of exhaust ventilation, indicated 
an atmospheric concentration of chromic acid in the 
operator’s breathing area ranging from 160 to 170 mg. 
per 10 cubic metres. Comparative results of tests 
carried out by the Udylite Corporation show an inverse 
relation between the blanket thickness of the chips and 
the atmospheric concentration of the chromic acid. 

All tests made on electroplating plants in St. Louis 
under conditions where plastic chips were used as well 
as exhaust ventilation showed no chromic acid con- 
centration whatever in the workers’ breathing zone. 
Among a limited number of tests conducted at plants 
operating under conditions where plastic chips were used 
in the absence of local exhaust ventilation, was one plant 
where the worker’s exposure to chromic acid mist varied 
from 19 to 30 mg. per 10 cubic metres. Such figures 
offer strong support to the contention that local exhaust 
ventilation should be provided for chromium tanks 
whether plastic chips are used or not. A. J. Amor 


389. Mass Immunization Against Influenza Types A and 
B in an Industrial Plant 

B. S. DiGNAM. Industrial Medicine [Industr. Med.] 16, 
200-202, April, 1947. 7 refs, 


In a carpet factory employing 3,400 workers a combined 
influenza (types A and B) vaccine was given to 2,332 
volunteers. The vaccine, composed of equal parts of 
formalin-inactivated types A and B vaccine, was given 
in a dose of 1 ml. subcutaneously in the upper left arm 
to 2,116 persons. Those over 60 years of age and any 
person thought to be allergic were given 0-1 ml. intra- 
dermally. This was done in216cases. So far as possible 
every person was seen on the day after inoculation and 
48 hours later, and reactions were recorded. The group 
given 1 ml. subcutaneously had a slightly higher per- 
centage of reactions, such as sore arm, rigors, and fever. 
Titre analyses were made in 60 cases (31 received 0-1 ml. 
and 29 had 1 ml.). No final report is given on titre 
levels, but it is stated that those who received the intra- 
dermal dose showed almost as high a protective level as 
the other group. 

[The authors state that the efficiency of the vaccine 
will be proved if a higher incidence of influenza should 
prevail this winter in the unvaccinated group of 1,068. 
For statistical reasons this statement is not valid, for the 
treated who volunteered and the control group who did 
not volunteer cannot be comparable in other respects. 
Nevertheless industrial communities offer opportunity for 
well-controlled investigations into the efficacy of mass 
immunization against influenza.] R. S. F. Schilling 


390. Regional Influences in Cancer 
D. B. CRUICKSHANK. British Journal of Cancer [Brit. 
J. Cancer] 1, 109-128, June, 1947. 8 figs., 1 ref. 


391. The Measurement of Humidity 
H. S. Grecory. Instrument Practice [Instrum. Pract.] 
1, 367-374, Aug., 1947. 8 figs. 


For Industrial Toxicology, see Abstracts 441-444. 


Anatomy and Cytology 


392. The Behaviour of Mammalian Skin Epithelium under 
Strictly Anaerobic Conditions 

P. B. MepAwar. Quarterly Journal of Microscopical 
Science (Quart. J. micr. Sci.) 88, 27-37, March, 1947. 
8 figs., 16 refs. 


The viability of skin grafts of the rabbit subjected to 
various experimental procedures in vitro was tested by 
transplanting back to the animal which provided the 
grafts. It was found that skin can survive for upwards 
of a week in serum at body temperature under anaerobic 
conditions, but that under such conditions neither 
cellular movement nor cel! division can take place in 
the epithelium. The survival of epithelium appears 
to be dependent upon the integrity of its glycolytic 
mechanism, since skin incubated aerobically in vitro is 
very sensitive to iodoacetate. The minimal lethal con- 
centration of iodoacetate after 4 days’ exposure is of the 
order of 10-4 molar. R. J. Ludford 


393. Anomalies of the Internal Carotid Artery and its 
Branches; their Embryological and Comparative Anatomi- 
cal Significance. Report of a New Case of Persistent 
Stapedial Artery in Man 

F. ALTMANN. Laryngoscope (Laryngoscope, St. Louis] 
57, 313-339, May, 1947. 9 figs., Bibliography. 


The author reviews the development of the cranial 
arterial system of man, basing his account mainly on the 
work of Congdon. He claims that almost all anomalies 
of the carotid system can be explained as deviations from 
the normal course of development. The anomalies fall 
into two main groups. 

(1) Those involving the first four aortic arches and the 
dorsal aorta. They include: (a) Absence of the in- 
ternal carotid artery—a condition normal for many 
mammals and known in such cases to be due to a 
secondary obliteration of the vessel. Such obliteration 
must be held responsible for its absence in man. 
(6) Hypoplasia of the vessel. (c) Separate origin of 
external and internal carotid arteries from the aortic 
arch or innominate artery. (d) Low division of the 
common carotid. (¢) Anomalous course of the internal 
carotid. (f) Origin from the internal carotid of 
branches usually arising from the external carotid. 
(g) Anomalies of the second aortic arch, such as per- 
sistent stapedial artery. Eight cases have been described 
in man: the author adds a ninth. The vessel, which 
almost certainly arose from the internal carotid, was 
found on the right side in a woman of 64. On the pro- 
montory it became enclosed in a bony canal, and ran 
upwards and backwards between the crura of the stapes, 
covered laterally by a layer of mucous membrane and 
adherent to the posterior surface of the anterior crus 
of the stapes. It then entered the facial canal through 
a dehiscence just posterior to the cochleariform process, 
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passed forward with the facial nerve, left the canal 
through a special opening 2 mm. behind the geniculate 
ganglion, and ran forward between dura and bone of the 
middle cranial fossa to supply this region. Before 
leaving the facial canal it gave off two branches—one 
running forward with the great petrosal nerve, the other 
downward and backward with the facial nerve. 
(h) Anomalies of the first aortic arch. Although none 
are recorded, the author believes that a case of Smirnoy’s, 
in which a branch left the external carotid, passed through 
the carotid canal with the internal carotid, and joined 
the latter intracranially just distal to the point of origin 
of the ophthalmic artery, is best explained as a case of 
persistence of links between the external carotid and a 
dorsal part of the first aortic arch. 

(2) Anomalies in the retrogression of the segmental 
and presegmental dorsal arteries include: (a) Persistence 
of a vessel accompanying the ophthalmic division of 
the fifth nerve. This arises from the middle of the 
basilar and joins the internal carotid in the cavernous 
sinus. (6) Persistence of the vessel accompanying the 
acoustico-facial nerve. This arises from the basilar, 
enters the internal auditory meatus, supplies the internal 
auditory artery, and passes by way of a special canal 
in the petrous bone to supply the field usually served by 
the middle meningeal artery. Its development is best 
explained by assuming the establishment of a connexion 
between a presegmental.artery (the acoustico-facial) 
and the upper branch of the stapedial artery. (c) Per- 
sistence of one of the vessels accompanying the hypo- 
glossal nerve. (d) Persistence of the first cervical seg- 
mental artery. A large branch arises from the internal 
carotid high up in the neck, crosses the deep muscles, 
and enters the cranial cavity between the atlas and the 
occipital bone. H. Hughes 


394. Separate Localization in the Medulla Oblongata 
of the Vagal Inspiratory and Expiratory Reflex Centers 
O. A. M. Wyss. Science [Science] 106, 322-323, Oct. 3, 
1947. 17 refs. 


Stimulation of the afferent vagus has one of two 
effects on respiration: low-frequency currents cause 
inspiratory, and high-frequency currents expiratory, 
reactions. The existence of separate reflex centres has 
been shown by high-frequency coagulation of small areas 
in the bulb. - The expiratory centre is anterior and the 
inspiratory a few millimetres caudal to it in the tractus 
solitarius nucleus. Thus the grey matter of the fasciculus 
is regarded as the seat of the respiratory reflex centre. 
Afferent and efferent elements may be affected by the 
lesion: the latter would be chiefly internuncial elements 
proceeding to lower spinal neurones. There is also an 
autonomous portion where higher reflex integration takes 
place. This alone could account for some particular 
features of vagal control. D. T. Barry 
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Physiology and Biochemistry 


395. The Vegetative Regulation of Serum Phosphatide 
in Man. (Zur vegetativen Regulation der Serum- 
phosphatide beim Menschen) 

T.Hatse. Klinische Wochenschrift [Klin. Wschr.] 24/25, 
220-222, Jan. 1 and 15, 1947. 3 figs., 5 refs. 


The author has previously established that changes in 
the fibrinolytic power of plasma and in the level of serum 
phosphatide are reciprocally related. The diurnal 
variation of serum phosphatide and the effect on it of 
vagotonic (acetylcholine) and sympatheticotonic 
(adrenaline and “ stryphnon”’, or 4-methylaminoacetyl 
pyrocatechol chloral hydrate) drugs were studied. A 
diurnal cycle, maximal from noon to 4 p.m. and minimal 
from midnight to 4 a.m., was established for 2 healthy 
subjects. Vagotonic drugs depressed, and sympatheti- 
cotonic drugs increased, the level of serum phosphatide, 
the maximum change (about 30%) being at 6 hours 
and normal levels being regained within 24 hours. The 
normal range is 120 to 155 mg. per 100 ml. 

G. Discombe 


396. A New Colour Reaction for the D Vitamins 
V. ViLLaR Pacasi. Nature [Nature, Lond.] 160, 88, 
July 19, 1947, 


A new colour reaction is described for the D vitamins 
which, it is suggested, may be used for quantitative assay 
of the vitamins. To 1 to 2 mg. calciferol in a test tube 
are added 1 to 2 mg. sucrose and 1 to 2 ml. absolute 
ethyl alcohol. To this solution are then added 2 drops 
of concentrated sulphuric acid which produce a red 
colour; a further 6 drops of sulphuric acid are added, 
giving a blue colour. The tube is shaken and a pale 
limpid blue colour diffuses throughout the liquid. The 
depth of colour increases for 15 minutes and then becomes 
stable. The intensity follows Beer’s law, being directly 
proportional to the concentration of the vitamin. 
Ergosterol in similar conditions gives a clear violet colour. 

J. Yudkin 


397. Concepts Derived from Investigations Pertaining 
to High Altitude Flight ' 

A.R. BEHNKE. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 133, 450-456, Feb. 15, 1947. 
8 figs., 25 refs. 


The author gives a general review of some of the 
problems of high-altitude flight. A summary of the 
results of the selection of air-crew by physiological and 
psychological tests is given, and the significance of pulse- 
rate responses to moderate exercise in the selection of 
candidates is considered. 

The effects of decreased atmospheric pressure on the 
body are discussed, and it is noted that German investi- 
gators found that, in experiments involving de- 


compression irrespective of rate and magnitude, the 
lungs were not injured provided that the glottis remained 
open. When the glottis was closed, however, intra- 
pulmonary pressures in the region of 80 mm. of mercury 
produced overdistension of the lungs and air embolism 
similar to that seen in submarine escape experiments. 
The author discusses the symptomatology of de- 
compression sickness, and contrasts the symptoms 
observed at high altitudes with those which follow deep- 
sea diving. The sections covering anoxia, accelerations, 
and protection against injury are particularly lucid. 
[This paper is recommended to those who are interested 
in the advances made in aviation medicine research 
during the last 5 years.] Roland Winfield 


398. A  Bronchomotor Study. (Recherches sur la 
bronchomotricité) 

L. Binet and M. Burstein. Journal de Physiologie [J. 
Physiol., Paris] 39, 7-33, 1946-1947. 28 figs., 9 refs. 


The motor activity of the bronchial tree has been studied 
in the dog and guinea-pig under artificial negative- 
pressure respiration. Bilateral section of the vagus nerve 
in the dog has no effect on the bronchial lumen; stimula- 
tion of its peripheral end causes a reproducible transient 
bronchospasm, the tone of the bronchial muscles 
reverting to normal immediately on cessation of stimula- 
tion. Eserine reinforces and atropine inhibits vagally 
induced bronchospasm. While each vagus nerve 
innervates both lungs, and in some animals stimulation 
of one vagus nerve can produce apnoea, one vagus nerve 
is usually more excitable than the other in producing a 
bronchospasm. The difference is more marked in an 
animal given eserine, when bronchospasm without 
bradycardia may be observed. Smaller doses of atropine 
paralyse the bronchial vagal fibres but have no effect on 
cardiac fibres. A bronchospasm produced reflexly 
through the vagus may be obtained in the dog by dis- 
tension of the carotid sinus, by stimulation of the superior 
laryngeal nerve, central end of vagus, or nasal mucosa, 
or by inhalation of ammonia into the lungs. In the 
intact dog 0-1 to 0-4 mg. eserine per kilo produces a 
bronchospasm in from half a minute to 3 minutes, which 
persists for 15 minutes. A vagal tone of the bronchial 
muscles can be demonstrated by perfusion of one lobe of 
the lung with blood from a donor animal treated with 
eserine and heparin. In the normal animal carba- 
minoylcholine is 40 to 50 times and acetyl-8-methylcholine 
5 to 10 times more active than acetylcholine. Eserine 
augments the bronchospastic action of intravenous 
acetylcholine up to 300 times and of acetyl B-methyl- 
choline 10 times, so that the effects of the two drugs 
become comparable, whereas carbaminoylcholine activity 
remains unaltered. In the guinea-pig the vagus nerve 
innervates both lungs, and stimulation of the peripheral 
vagus induces a bronchospasm which is inhibited by 
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adrenaline but not by atropine; intravenous acetyl- 
choline is less active than carbaminoylcholine, but its 
activity is increased 25-fold after eserine. In the dog 
given eserine, intravenous calcium chloride at 40 mg. per 
kilo accentuates the bronchospasm and cardiac inhibition 
produced by stimulation of the peripheral vagus, but has- 
no action on the bronchoconstrictor action of acetyl- 
choline. Intravenous potassium chloride at the same 
dosage has no effect. Intravenous barium chloride, 
20 mg. per kilo, has no effect on the bronchial tone in 
the vagotomized dog, but it enhances the bronchomotor 
effects of vagal stimulation or of acetylcholine and 
histamine. Magnesium chloride, 60 mg. per kilo 
intravenously, inhibits the effect of vagal or acetyl- 
choline activity. Nicotine hydrochloride, 0-1 to 0-2 mg. 
per kilo intravenously, inhibits the action of histamine; 
in the animal given eserine the same dose produces a 
fleeting bronchospasm which cannot be repeated for 
some minutes; larger doses, 0-5 mg. per kilo, paralyse 
the vagus. In the dog 4 to 8 mg. cocaine per kilo 
intravenously renders the vagus inexcitable for at least 
1 hour without affecting the bronchoconstrictor action 
of acetylcholine. Sparteine sulphate, 10 mg. per kilo 
intravenously, in the dog given eserine induces a broncho- 
spasm without bradycardia when the vagus is excited or 
acetylcholine is injected. Intravenous ergotamine in 
0-3 to 0-4 mg. doses per kilo has a similar effect on the 
same animals. Pilocarpine, 10 mg. per kilo, in vagoto- 
mized dogs has a variable moderate bronchoconstrictor 
effect which is not reinforced by eserine. After pilo- 
carpine the action of carbaminoylcholine on lungs and 
heart is lost. Inhalation of hydrochloric acid gas does 
not induce a bronchospasm in. the dog but sensitizes it 
to the action of bronchoconstrictors; ergotamine and 
barium chloride exert a similar action. 

In the guinea-pig, after a dose of 0-03 to 0-05 mg. of 
histamine, a pressure of 150 to 200 mm. of mercury is 
necessary to overcome the bronchoconstriction; ergot- 
amine and calcium chloride augment the action of 
histamine, eserine has no effect; adrenaline inhibits 
histamine bronchoconstriction. Adrenaline has no 
action on the tone of relaxed bronchi, but relaxes the 
tone produced by histamine, eserine, carbaminoylcholine, 
and ammonia gas. Ergotamine and “933 F” do not 
inhibit the bronchodilator action of adrenaline. 

Cc. C. N. Vass 


399. The Effect of Intra-arterial Injection of Adrenalin 
upon Blood Flow of the Human Forearm 

K. Harpuper, J. Byer, and I. D. STEIN. American 
Journal of Physiology [Amer. J. Physiol.] 150, 181-189, 
July, 1947. 11 refs. 


Varying doses of adrenaline in saline were injected 
into the brachial artery, and the blood flow in the fore- 
arm was measured with the plethysmograph of Abramson. 
In preliminary experiments, intra-arterial doses of 5 pg. 
adrenaline produced tremor, pallor, anxiety, and rise in 
blood pressure. Thereafter smaller doses only were 
used. Intrabrachial injection of 1 to 2 pg. adrenaline 
produced vasoconstriction. With doses of 0-5 to 0-1 pg. 
no significant alteration in blood flow was produced. 


Much smaller doses, such as 0-05 to 0-0002 jug. adrenaline 
by the intra-arterial route, produced vasodilatation 
followed in two instances by vasoconstriction. A dose 
of 0-00002 pg. was inactive. . The latter dose seems to be 
the threshold of vasodilator action. These observations 
are thus summarized by the authors: ‘ The vasodilator 
effect of adrenaline is maintained over a very wide Tange 
of low to extremely low concentrations. The con- 
strictor action is only seen after large doses, and then 
within a narrow range ”’. 

Intra-arterial histamine produces hyperaemia, which 
is counteracted by intra-arterial adrenaline in sufficient 
dosage. Adrenaline when mixed with histamine js 
active after the effect of the histamine has worn off, but 
this action is less pronounced, as shown by the fact that 
even a dose of 4 pg. adrenaline produced no systemic 
effects. Intravenous adrenaline in doses of the order of 
1 or 2 pg. produces transient vasodilatation in the 
forearm and vasoconstriction in the hand without 
significant alteration in the blood pressure. 

A. I. Suchett-Kaye 


400. Serum Protein Regulation. I. Adrenal Cortical 
Hormone and Serum Proteins. (Plasmaeiweisskérper- 
regulation. I. Mitteilung. Nebennierenrindenhormon 
und Plasmaeiweisskérper) 

M. Gizow and H. Picxert. Klinische Wochenschrift 
[Klin. Wschr.] 24/25, 205-211, Jan. 1 and 15, 1947, 
2 figs., 47 refs. 


Eight patients suffering from enteritis and nutritional 
hypoproteinaemia, and 16 convalescents were treated 
after a control period with 20 to 80 mg. desoxycorti- 
costerone acetate daily for 8 to 10 days. Fibrinogen, 
serum albumin and globulin, plasma volume, serum 
colloid osmotic pressure, and body weight were recorded 


- daily, and total circulating protein, albumin, and globulin 


were calculated. In all cases the treatment caused a 
decrease of 50% in serum albumin and euglobulin, and 
of 30 to 40% in colloid osmotic pressure, but a rise in 
pseudoglobulin to more than twice the previous level, 
with a smaller rise in fibrinogen, in plasma volume, and 
in body weight. Total circulating protein was slightly 
increased in 1 case, while total circulating globulin 
showed a marked increase and the albumin a definite 
decrease. The results are discussed in relation to the 
control of protein and salt metabolism by the pituitary 
gland. G. Discombe 


401. Study of Newly Formed Serum Albumin in Cases 
of Oedema. (Untersuchungen iiber das Neugebildete 
Serum-albumin bei Odemkranken) 

H. Herken and H. Remmer. Klinische Wochenschrift 
[Klin. Wschr.] 24/25, 211-216, Jan. 1 and 15, 1947. 
9 figs., 13 refs. 


Fractional precipitation of serum proteins by increasing 
concentrations of ammonium sulphate yields a bimodal 
curve, the first peak corresponding to globulin and the 
second to albumin. This precipitation was followed in 
fresh sera and in sera which had undergone autolysis 
at 37° C. for 24 hours when diluted 1 in 5 with physio- 
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ical saline and maintained sterile. The serum was 
diluted to a final concentration of 1 in 500 with the 
ammonium sulphate solution, and the turbidity measured 
with a photoelectric absorptiometer. 

Sera from normal subjects or from patients with 
cardiac oedema or untreated hunger oedema showed no 
change in the curve after autolysis. In 1 patient with a 
carcinoma of the colon a component with maximum at 
65% saturation with ammonium sulphate disappeared 
after autolysis, and in 1 with leukaemia a complex series 
of curves between 70 and 90% saturation became 
simpler. Patients treated for hunger oedema with a diet 
high in vegetable protein showed a marked change in 
the region of 75 to 100% saturation, but after several 
months on a high animal protein diet there was no 
change after autolysis. 

It is concluded that serum albumin formed by a patient 
who is taking a diet low in animal protein differs 
chemically from serum albumin formed when an adequate 
diet is taken; it is suggested that the difference may be 
due to the low lysine content of vegetable proteins. 

. G. Discombe 


NUTRITION 


402. $-Glucuronidase Activity of the Blood and Tissues 
of Obstetrical and Surgical Patients 

W. H. FISHMAN. Science [Science] 105, 646-647, June 
20, 1947. 1 fig., 4 refs. 


- It is believed that the function of 8-glucuronidase in 
vivo is the catalysis of glucuronide conjugation. In 
man, glucuronides of the oestrogens are excreted in the 
urine, and such conjugated oestrogens appear in large 
amounts during pregnancy. In 30 women the glucuroni- 
dase content of the blood cells increased steadily as 
pregnancy progressed and remained elevated for a short 
period after parturition: the enzyme content of the 
plasma, which is considerably lower than that of the 
cells, showed peaks of increased activity during pregnancy, 
falling to normal levels after parturition. 

Since prolonged oestrogen administration may produce 
Mammary tumours in animals, the f-glucuronidase 
activity of breast carcinoma was examined and proved 
to be ten to twenty times greater than that of the 
uninvolved breast tissue. A high content of the enzyme 
was also found in cases of carcinoma of the alimentary 
tract. No corresponding changes in the enzyme content 
of the blood were found. Only a few tumours have as 
yet been examined. O. L. V. de Wesselow 


403. The Effect of Ingested Mineral Oil on Plasma and 
Vitamin A 

B. ALEXANDER, E. LORENZEN, R. HOFFMANN, and A. 
GARFINKEL. Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.] 65, 
275-278, June, 1947. 14 refs. 


Continued ingestion of mineral oil as such or in the 
form of mayonnaise dressing by 20 subjects on a normal 
unrestricted diet resulted in a moderate decrease in plasma 
carotene concentration. Vitamin A levels remained 
unchanged. It is concluded that simultaneous ingestion 


of mineral oil with food prevents substantial amounts 
of food carotene from entering the body.—[Authors’ 
summary.] 


404. The Influence of Hypervitaminosis A on Bone 
Growth 
T. E. VAN Metre. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.) 81, 305-311, Nov., 1947. 
3 figs., 9 refs. 


405. The Mechanical and Structural Properties of Bone 
in Rats on a Rachitogenic Diet 

G. H. Bett, J. W. CHaAmbBers, and I. M. DAwson. 
Journal of Physiology {J. Physiol.] 106, 286-300, July 31, 
1947. 2 figs., 28 refs. 


See also Section Hygiene and Public Health, Abstract 
387. 


406. The Influence on the Human Organism of Pro- 
longed Ingestion of Small Quantities of Cotton-cake. 
(Bnusnve Ha OpraHH3M Y4eNOBeKa MaJIbIX KOJIHYECTB 
XJIONKOBOrO 2KMbIXa MPH 
F. E. BupAGYAN, B. D. VLApimirov, L. M. Levitsky, 
and K. A. SHcHurov. u canntapua [Gigiena] 
No. 7, 28-33, 1947. 


Cotton-cake contains 45 to 48% of protein of high 
biological value, but its use as food is limited by its 
content of up to 0-3°% of the toxic extractive free gossypol. 
A review of the literature on the use of (raw) cotton-cake 
in animal nutrition reveals the cumulative toxic action 
of this gossypol, leading to symptoms due to damage of 
blood vessels (catarrh of mucous membranes, diapedesis 
of erythrocytes, and oedema in pleural and abdominal 
cavities and in the lungs). Nevertheless it is recorded 
that three successive generations of pigs have been suc- 
cessfully reared on a diet containing 9% of cotton-cake. 
To test the value of cotton-cake in human nutrition 5 
human volunteers of ages ranging from 36 to 59 years 
consumed for a year a diet containing daily 600 g. of 
bread made from rye flour to which 10% of cotton-cake 
had been added, giving a daily intake of about 9 mg. 
free gossypol and 350 mg. combined gossypol. During 
and at the end of the year thorough clinical, biochemical, 
and neurological investigation of the subjects revealed 
no objective or subjective changes ascribable to the diet. 
At the temperature of baking, some 75% of the free 
gossypol of the original cotton-cake is converted into the 
** combined ” non-toxic form, and of this some is further 
decomposed. T. R. Parsons 


407. Cotton-cake as a Complementary Source of Food. 
nuTaHHa) 

A. A. ApAMovA and M. A. LepepevA. 4 
caHutapua [Gigiena] No. 7, 33-35, 1947 


Free gossypol was estimated in cotton-cake and derived 
products by 20 hours’ extraction with ether (Soxhlet) 
followed by addition to the ether extract of petroleum 
ether, removal of the resulting precipitate, and subse- 
quent precipitation of the gossypol as the dianilide by 
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the addition of aniline and pyridine; this was filtered and 
weighed in a Gooch crucible after 3 days’ standing: it 
contains 77:5% of gossypol. During the blockade of 
Leningrad it was shown that in well-baked bread con- 
taining 10% of cotton-cake no free gossypol is present; 
that cotton-cake containing 0-2% of free gossypol can 
be freed from this substance by heating in a moist con- 
dition (not less than 25% moisture) at 100° C. for half to 
l hour. Autoclaving at 120° C. for 20 minutes partially 
inactivates the gossypol of cake containing 10% moisture, 
and almost completely inactivates that of cake containing 
25% moisture: in 1 hour at 120° C. the gossypol of even 
air-dried cake is inactivated. Fifteen human subjects 
consumed daily, in addition to ordinary food, small 
well-baked rolls made from 60 g. cotton-cake with an 
equal quantity of soya meal and a little flour. Over a 
period of 44 months systematic repeated clinical observa- 
tions on blood pressure, urine, and blood revealed no 
departure from normality other than casual illness in 
some cases. Most of the subjects put on weight. 
T. R. Parsons 


408. Bacterial Destruction of Thiamine 

R. P. Witxiams and §S. A. Koser. Journal of Infectious 
Diseases [J. infect. Dis.] 81, 130-134, Sept.—Oct., 1947. 
3 refs. 


UROGENITAL SYSTEM 


409. The Influence of Semen on the Female Repro- 
ductive Organs. 

V. B. GREEN-ARMYTAGE, F. SILBERSTEIN, and G. E. 
WacHTL. Journal of Obstetrics and Gynaecology of the 
British Empire {J. Obstet. Gynaec. Brit. Emp.| 54, 324- 
339, June, 1947. 13 figs., 4 refs. 


A summary of previous experimental work on the 
effect of semen on the upper genital tract is given. The 
present paper sets out to define the stimulating action 
of semen on the ovaries and uterus, and to determine 
whether it is dependent on the ovaries or not. Rabbits, 
rats, and mice were used with litter mates as controls 
and the dosage was from 1 to 5 ml. of human semen. 

On 22 immature rats and rabbits, 8 experiments 
produced no result at all; in 7 there was follicle develop- 
ment (with luteinization in 5) and increase in length and 
width of uteri with hyperaemia, rich endometrial stroma, 
and secreting glands, and in the remaining 7 some follicle- 
stimulation and increase in size of uteri only. In 14 
experiments on spayed mature animals, only 5 showed 
changes similar to those observed in the first series. 
The work was repeated on spayed immature animals, 
when 3 reacted fully, 4 slightly, and 5 not at all. A 
varied group of experiments showed that stilboestrol 
previously administered did not affect the results, but 
that heating the semen in a water-bath for 15 minutes 
destroyed its action, by causing an insoluble protein 
precipitate. Semen was passed into five times its 
volume of acetone, the precipitate was separated, the 
acetone evaporated off in vacuo at 37° C., and the residue 
emulsified in saline. The acetone precipitate was ground 
up and suspended in acidified saline (pH 5-0). The 


acetone-soluble portion was found to be inactive, but 
the acetone precipitate was potent when prepared from 
active semen. The chemistry of this active Principle js 
still unknown. Boar’s semen, 100 ml., was slowly 
poured into 400 ml. of acetone with constant Stirring: 
the precipitate was quickly separated, dried at low 
temperature in vacuo, and treated with 200 ml. of benzene, 
After 24 hours this was replaced by a fresh 200 ml, of 
benzene, and after another 24 hours both lots of benzene 
were pooled, filtered, and made up to 400 ml.; of this, 
100 ml. was evaporated and the residue dissolved jp 
10 ml. of pure olive oil; 2-ml. doses of this solution were 
used intramuscularly. Two 2-ml. injections were given 
to 2 immature rabbits. At necropsy 48 hours later 
enlarged ovaries and enlarged hyperaemic uteri were 
found, without evidence of secretion. Precipitation of the 
benzene solution with acetone and solution of the 
precipitate again in benzene, evaporation of this solution 
almost to dryness, and emulsification in saline yielded 
an emulsion which reproduced the effect observed 
previously. 

Insemination experiments have proved nothing, since 
the mere manipulation of the rodent vagina may produce 
ovulation and the other phenomena noted. Homo- 
logous (rabbit) semen was used in a series of 12 experi- 
ments, with success in 8. A technique was developed, 
for use in unspayed animals, of removing one ovary and 
uterine horn 24 hours before the experiment in order to 
have an undisputable control for development of the 
remaining ovary and horn; this also was controlled by 
using a litter mate. In a series of 12 experiments with 
these controls 9 showed generalized maturation of 
follicles or maturation of a few follicles with retardation 
of many, and 3 showed no change. Studies of a final 
series of spayed animals suggested that the active principle 
of the semen prevented the uterine atrophy associated 
with castration. Hugh R. Arthur 


410. Influence of Arginine on Oligospermia 

H. S. GuTERMAN. Proceedings of the Society for 
Experimental Biology and Medicine [Proc. Soc. exp. 
Biol., N.Y.) 65, 176-178, June, 1947. 2 refs. 


(1) Eighteen infertile men with oligospermia received 
1-8 to 2-7 g. of arginine and minimal amounts of lysine, 
pyridoxine, and tryptophane in tablet form for 8 months. 
(2) The tendency for sperm concentration to increase 
was as great in the untreated group as in the treated 
groups. (3) Although no pregnancies occurred in the 
treated groups, 2 pregnancies were recorded among the 
wives of 2 of the control subjects. (4) It appears that 
amino-acid therapy for oligospermia should be reserved 
for those patients who exhibit or give the history of 
inadequate protein intake—[Author’s summary.] 


411. Fibrinolytic Activity of Normal Urine 
R. G. MACFARLANE and J. Pittinc. Nature [Nature, 
Lond.} 159, 779, June 7, 1947. 7 refs. 


It has been previously demonstrated that human 
plasma contains an active fibrinolytic and proteolytic 
enzyme (plasmin) together with its inactive precursor 


(la 
j or | 
4 tion. 
acti\ 
4 chlo 
inve 
bloc 
stim 
of t 
194 
xii 
j plas 
exai 
pla 
unc 
inte 
nut 
412 
Wa! 
! phy 
i 
mo 
of 
an 
tur 
ins 
pal 
ind 
an 
aft 
dr 
(L 
im 
001 
act 
is 
ne 
ch 
ne 
eli 
an 
vO 
at! 
to 
co 
sy 
Sil 
is 
Te 


NERVOUS SYSTEM - 125 


( inogen) and an inhibitor (antiplasmin). Plasmin 
or plasminogen is associated with the globulin frac- 


tion, and antiplasmin with the albumin. Fibrinolytic — 


activity, apart from being evoked by the addition of 
chloroform to plasma, can occur spontaneously. Further 
investigations suggest that the activity in the circulating 
blood ceases within a few minutes of arrest of the 
simulus; this suggests that the plasmin is rapidly 
inactivated or eliminated. An investigation was made 
of the urine by the method already described (Lancet, 
1946, 2, 562) for plasma fractions, and fibrinolytic 
activity was Shown to be present in the samples examined, 
even When no stimulus had been applied. The fibrino- 
ic agent discovered in the urine was found to resemble 
plasmin, although there were points of difference; for 
example, the urinary factor was less heat-labile than 
plasma. The relation between the two enzymes is 
uncertain but the discovery of enzymes in urine is of 
interest, Since previous observations have been few in 
number. E. M. Darmady 


NERVOUS SYSTEM 


412. Electrical Investigation of the Monosynaptic Path- 
way through the Spinal Cord 

C. M. Brooks and J. C. Eccres. Journal of Neuro- 
physiology [J. Neurophysiol.] 10, 251-273, July, 1947. 
11 figs., 30 refs. 


Some improved devices are described for the study of 
monosynaptic electrical phenomena. The lumbar cord 
ofa cat in deep anaesthesia on a warm table was exposed 
and protected in a pool of paraffin. A fine steel or 
tungsten needle, insulated to the extreme tip, was 
inserted into the quadriceps nucleus in the dorso-lateral 
part of the ventral horn at the L 6 level, and a large 
indifferent electrode was applied to the spinal column 
and muscles. The afferent quadriceps nerve was excited 
after section of ventral roots L 4 to L 6 to cut out anti- 
dromic impulses. The sixth lumbar ventral nerve root 
(L6 V.R.) was used for recording the discharges of 
impulses or synaptic potential. By this means all the 
components in the wave form or focal potential from 
active synapses are recognized, and the synaptic potential 
iscorrelated with the changes in the excitability of moto- 
neurones to direct, antidromic, and synaptic stimulation. 

The nucleus is not a compact column but contains 
clumps of cells, hence withdrawal and reinsertion of the 
needle is necessary according to criteria in wave forms 
tlicited by an orthodromic afferent stimulus, by an 
antidromic volley, or by both combined. Anticromic 
volleys were sent in by L6 V.R. after section of other 
roots. It has been possible to distinguish the components 
attributable respectively to the pre-synapse effects and 
to synaptic potential of the somas. The three main 
components are: the pre-synaptic diphasic spike: the 
synaptic potential of the motoneurones; the spike of 
the motoneurones on discharge of an impulse. It 
simplifies the focal potential to make the orthodromic 
volley small and to increase depth of anaesthesia; there 
is a standard time course. The synaptic potential 
recorded from the emerging ventral root has an identical 


synaptic delay but a much slower course of rise and 
decay. No change of excitability of motoneurones is 
observable during early synapse delay, but it is increased 
just before the rise of the synaptic potential. All the 
observations agree closely with the predictions of the 
electrical hypothesis of electrical transmission in the 
synapse. D. T. Barry 


413. The Projection of the Frontal Lobe on the Hypo- 
thalamus 

A. A. Warp and W. S. McCuLtocu. Journal of 
Neurophysiology {J. Neurophysiol.] 10, 309-314, July, 
1947. 2 figs., 8 refs. 


The method of physiological neuronography was 
employed in monkeys to investigate cortico-hypothalamic 
projection. Strychnine was used to excite various regions 
of the frontal lobe. Electrical activities were recorded 
by a six-channel Grass electroencephalograph with silver— 
silver-chloride electrodes on the cortex and metal 
electrodes, insulated to the tip, for the basal nuclei. 
Discrete projections were demonstrated from area 6a 
of the cortex to the mammillary nuclei, the lateral 
hypothalamic area, and the posterior hypothalamic area. 
Projections were also observed from specific areas of the 
frontal lobe and the orbital surface to the supraoptic 
and paraventricular nuclei, and from the orbital surface 
to the posterior thalamic area. D. T. Barry 


414. A Possible Central Mechanism for Colour Vision 
W. E. Le Gros CiarK and L. CHacxo. Nature [Nature, 
Lond.| 160, 123-124, July 26, 1947. 1 fig., 2 refs. 


The results of a detailed study of the human lateral 
geniculate body are discussed in relation to the mechanism 
of colour vision. The central area of the retina is 
represented in the lateral geniculate body by three layers 
of cells for each eye. These layers are designated a, b, 
and c and correspond to a, b, and c fibres in the three- 
fibre conducting unit from the central area of the retina. 
At the fixation point the a fibres are few or absent. The 
relative number of a fibres increases progressively from 
the centre to the periphery. At the periphery the con- 
ducting unit is composed of only two fibres, one of which 
(a) terminates in the a layer, and the other (6+c) in a 
layer formed by the fusion of the 5 and c layers of the 
lateral geniculate body. The c fibres are more numerous 
than the b fibres in the central area. 

There is good indirect evidence that the a fibres may 
be concerned with blue vision. The foveal region is 
relatively insensitive to blue, corresponding with the 
relative absence of a fibres from this region. Sensitivity 
to blue light increases peripherally, corresponding with 
the increase in a fibres. If monkeys are kept for some 
weeks in light completely lacking in blue rays the cells 
of the a layer may undergo atrophy. If the b and c 
fibres are related to red and green vision it is possible 
to explain the fact that the field of vision for yellow 
(red+ green) extends farther than for red or green alone, 
since the impulses from the periphery go to the fused 
(b+c) layer of the lateral geniculate body and are, there- 
fore, not separate beyond this level. R. Barer 
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415. The Scope for Research in the Indigenous Systems 
of Medicine (with Special Reference to Indigenous Drugs) 
B. Muxkerst. Journal of the Indian Medical Association 
[J. Indian med. Ass.] 16, 259-266, May, 1947. 15 refs. 


The author, who writes from the Central Drugs 
Laboratory of the Government of India, Calcutta, 
points out that political events have quickened interest 
in Ayurvedic medicine. This system has been stagnant 
and static for nearly 1,500 years, but in the writings of 
Charaka many indigenous drugs are discussed, some of 
considerable value. Iodine was recommended as a 
remedy for goitre. An Indian Pharmacopoeial List, 
1946, has already been produced as a supplement to the 
British Pharmacopoeia, 1932: the compilation of an 
Indian pharmacopoeia is recommended and a plea is 
made for the foundation of a Central Institute for Drug 
Research in India. G. M. Findlay 


416. Problems of Evolution 

G. F. Gause. Transactions of the Connecticut Academy 
of Arts and Sciences [Trans. Conn. Acad. Arts Aci.) 37, 
17-68, June, 1947. 16 figs., 47 refs. 


The question of the development of drug resistance is 
fully discussed as a result of experiments on Paramecium 
carried out in Russia: twenty-three of the references are 
to Russian journals. Paramecium was subjected to 
increased concentrations of saline and of quinine. 
Adaptation to some slight alteration of salinity or to 
drugs may first occur as a temporary modification: if 
the environment is changed still further gene adaptation 
must occur. If the temporary changes (Dauermodi- 
fikationen) undergone by a particular clone are small 
the genotypic modification is usually considerable. If 
the temporary changes are considerable the genotypic 
modification is large. Gause suggests that there are 
compensatory relations between the acquired characters 
and the initial genotypic properties of organisms. 

G. M. Findlay 


417. The Effect of Sodium Salicylate on the Acid—Base 
Balance of the Blood 
M. N. Boyie, K. SMULL, and R. WEGRIA. American 
Journal of Medicine [Amer. J. Med.] 3, 31-33, July, 
1947. 2 figs., 3 refs. 


The effect of the intravenous administration of sodium 
salicylate on the acid-base balance of 9 dogs under 
morphine-sodium barbitone anaesthesia was studied. 
Doses ranging from 0-19 to 0-6 g. per kilo body weight 
dissolved in distilled water or normal saline were ad- 
ministered. The total volume of the infusion ranged 
from 5 to 11 ml. per kilo. The time allowed for the 
infusion ranged from 15 to 60 minutes. The blood 
changes observed in all the experiments were essentially 


similar qualitatively. The results suggest that sodium 
salicylate does not produce an acidosis, as has been 
generally believed. On the contrary an alkalinizing 
tendency was a constant finding. This was not produced 
by sodium salicylate directly but through its action jn 
causing hyperventilation. Whether or not such hyper. 
ventilation is caused by the direct action on the respiratory 
centre of sodium salicylate or its degradation products 
or by the rise in temperature which it produces is not 
obvious. It is probable, however, that the rise ip 
temperature produced by sodium salicylate is not the 
only factor responsible for the respiratory stimulation, 
since hyperpnoea occurred in six of the nine experiments 
before any rise in temperature took place, and no parallel 
was found between the increase in temperature and the 
-increase in the respiratory rate. D. M. Dunlop 


418. Digitalis. V. The Baljet Reaction and Pharmaco- 
dynamics of Diginin 

F. K. Bex, C. J. Carr, and J. C. KRANTZ. Journal of 
Pharmacology and Experimental Therapeutics {J. 
Pharmacol.| 89, 143-148, Feb., 1947. 6 figs., 5 refs. 


The Baljet reaction for diginin and for other digitalis 
glycosides gives different time-optical density curves, 
The diginin curve differs from all the others in that it 
follows the Beer-Lambert law. The activity of diginin 
was compared with that of digitoxin in tests on the dog, 
the perfused frog’s heart, and the cat. The lethal dose 
of diginin for the dog was 10 mg. per kilo intravenously, 
and of digitoxin, 1.mg. per kilo intravenously. Diginin 
(5 mg. in 100 ml. Howell-Ringer solution) had only a 
slight depressant effect on the frog’s heart as compared 
with digitoxin (2-5 mg. in 100 ml.), which caused systolic 
arrest. Concordant results were not obtained in cat 
assays; 2 out of 7 cats died after 8 mg. per kilo intra- 
venously of diginin. The authors believe that the 
amount of diginin present in digitalis leaf preparations 
and their tinctures is unlikely to introduce a significant 
error in the colorimetric assay. The presence of diginin 
as an impurity in digitoxin gives slightly higher values 
in the colorimetric assay, but the error is small. 

H. M. Adam 


419. The Relative Value of Synthetic Quinidine, 
Dihydroquinidine, Commercial Quinidine, and Quinine in 
the Control of Cardiac Arrhythmias 

F. ALEXANDER, H. Gop, L. N. Katz, R. L. Levy, 
R. Scott, and P. D. Wurre. Journal of Pharmacology 
and Experimental Therapeutics [J. Pharmacol.] 90, 191- 
201, July, 1947. 5 figs., 3 refs. 


This investigation was started in order to determine 
whether commercial quinidine sulphate, in short supply 
during the war, could be replaced effectively either by 
quinine salts, the supply of which was more ample, or 
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by synthetic quinidine, or dihydroquinidine made there- 
from. Quinine sulphate administered to 34 cases of 
cardiac arrhythmia was clearly inferior to quinidine in 
the prevention and control of the arrhythmia and in 
reducing the auricular rate. The action of synthetic 
quinidine and dihydroquinidine was then compared with 
that of commercial quinidine. This clinical study con- 
sisted of two parts. In the first, the effect of the three 
drugs in preventing arrhythmia was noted in a series of 
9 patients suffering from frequent attacks of paroxysmal 
fibrillation, flutter, ventricular tachycardia, or ventricular 
extrasystoles. Both the synthetic drugs proved to be as 
effective as commercial quinidine in the prophylactic 
control of these arrhythmias. [The number of patients 
employed in this investigation seems to the abstracter 
to have been inadequate.] In the second and more 
important study a series of 28 patients with persistent 
auricular flutter, coarse fibrillation, or ventricular 
paroxysmal tachycardia were given courses of the three 
drugs in order to test their effect on the auricular rate. 
These clinical and electrocardiographic studies suggested 
that the synthetic drugs were comparable, both in safety 
and in efficiency, with commercial quinidine, and that they 
have a similar duration of action. D. M. Dunlop 


420. The Effect of Amphetamine Sulfate on Perf 

of Normal and Fatigued Subjects 

H. W. NewMAN. Journal of Pharmacology and Experi- 
mental Therapeutics [J. Pharmacol.] 89, 106-108, Feb., 
1947. 2 refs. 


Tests were carried out on a group of 10 subjects who, 
by the handling of conventional aircraft controls, were 
required to maintain a model plane in level flight. A 
watt-hour meter recorded the time during which this was 
maintained. Amphetamine sulphate, in a dose of 10 mg. 
by mouth, improved the performance only when it had 
been previously lowered by fatigue. H. M. Adam 


421. Pharmacological Properties of a New Adrenergic 
Blocking Agent: N,N-dibenzyl-8-chloroethylamine 
(Dibenamine) 

M. Nickerson and L. S. GoopMAn. Journal of 
Pharmacology and Experimental Therapeutics [J. 
Pharmacol.] 89, 167-185, Feb., 1947. 10 figs., 40 refs. 


“Dibenamine” is an oily base, The hydrochloride 
is soluble and stable in water at pH 2:0, in 95% ethanol, 
and in propylene glycol. It is equally active by the oral 
and the parenteral route. 

A dose sufficient to block adrenergic: pressor effects 
(25 mg. per kilo intravenously in the anaesthetized cat) 
has a toxic action if injected quickly but none if given 
by slow infusion. The effect of the dose is maximal in 
about 30 minutes and may last for several days. 
(a) Intravenous doses in the range of 0-1 pg. to 10 mg. 
adrenaline per kilo produce a fall in blood pressure; the 
constrictor action of adrenaline is thus completely 
blocked. The extent of the fall depends on the initial 
pressure, but small doses of adrenaline (1 to 2-5 wg. per 
kilo intravenously) produce a maximal fall. Diben- 
amine does not prevent the augmentor effect of adrenaline 
on the heart. (5) Stimulation of the distal ends of the 


cut splanchnic nerves in the untreated animal produces a 
biphasic pressor effect, owing to the constriction of the 
splanchnic vessels and to the release of adrenaline. After 
dibehamine, stimulation produces a biphasic fall in 
pressure but the neurogenic component is less easily 
blocked or reversed than the humoral. Stimulation in 
animals that have been adrenalectomized and treated 
with dibenamine either does not alter or slightly lowers 
the blood pressure. However, a slow rise in blood 
pressure accompanied by tachycardia may sometimes 
occur. The authors attribute the latter effect to the 
release of sympathin E into the circulation. (c) After 
dibenamine the pressor response to short periods of 
anoxia becomes depressor and reflex contraction of the 
spleen is abolished. Dibenamine also reverses the 
pressor response elicited in heavily atropinized animals 
by the injection of doses of choline ester large enough to 
produce generalized sympathetic stimulation. 

Dibenamine unmasks the vasodilator action of 
adrenaline, and the authors assume that it has no effect 
on this action. The results of tests on the isolated 
intestine of the rat and rabbit and on the non-pregnant 
cat uterus in situ confirm the view that dibenamine does 
not block the inhibitory actions of adrenaline. 

Local tissue injury and central nervous stimulation 
are the main features of its toxic action. Although 
closely related to the nitrogen mustards, dibenamine has 
only slight cumulative effects and no action on the bone 
marrow in the range of doses tolerated. The LD 50 for 
mice is 50 mg. per kilo intravenously, but this value 
varies with the speed of injection and the degree of 
sedation. The LD50 by subcutaneous injection is 
400 to 500 mg. per kilo, and by intraperitoneal injection 
75 to 100 mg. per kilo. There is no correlation between 
the values for the LD 50 and for the therapeutic index; 
the authors therefore conclude that there is no close 
connexion between the adrenergic blocking action and 
the toxic effects of dibenamine. 

With regard to the site of action, the drug does not 
destroy or inactivate adrenaline in vitro, nor does it 
appear to do so in the body. Thus, it blocks and 
reverses effects of adrenaline when this is given in doses 
up to 10 mg. per kilo; it does not alter the duration of 
action of a given dose of adrenaline; the blocking action 
persists after the dibenamine has apparently been 
inactivated or excreted. Atropine, “ benadryl”, and 
** pyribenzamine ”’ do not inhibit the vasodilator responses 
to adrenaline or to splanchnic nerve stimulation. Hence 
the action of adrenaline after dibenamine does not occur 
through the release of acetylcholine or histamine. There 
is no evidence to suggest that dibenamine interferes with 
the release of sympathin or adrenaline, or with nervous 
or ganglionic transmission. It probably acts directly 
on effector cells. 

The possible clinical use of dibenamine in peripheral 
vascular disorders and essential hypertension, and in the 
prevention of cardiac arrhythmia in cyclopropane 
anaesthesia, is also discussed. H. M. Adam 


422. Effect of Dibenamine on Autonomic Stimulation 
F. A. Stmeone and S. J. SARNorr. Surgery [Surgery] 22, 
391-401, Aug., 1947. 10 figs., 12 refs. 
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423. The Effect of Dimethylaminoethyl Benzhydryl 
Ether Hydrochloride (Benadryl) upon Permeability of 
Meningeal Capillaries — 

E. P. Getvin, H. Exvtas, and T. H. McGAvaAcK. Journal 
of Pharmacology and Experimental Therapeutics [J. 
Pharmacol.} 89, 101-105, Feb., 1947. 9 refs. 


Chronic intoxication of dogs with “ benadryl” pro- 
duces congestion of the choroid plexuses. The effect of 
the drug on the permeability of meningeal capillaries to 
fluorescein was investigated in 5 male patients with 
various neurological disorders, by the intravenous 
injection of 10 ml. of an aqueous solution containing 
3% fluorescein and 5% sodium bicarbonate. An hour 
later a 10-ml. sample of cerebrospinal fluid (C.S.F.) was 
withdrawn for routine examination and for fluorescein 
estimation. Each patient was then given therapeutic 
doses of benadryl orally for 1 week (the total dosage 
varied between 1,900 and 3,450 mg.), and the fluorescein 
test and examination of the C.S.F. were repeated. The 
results indicate that benadryl, although equally dis- 
tributed between the blood and C.S.F., does not uaiter 
the concentration of fluorescein or of normal constituents 
in the C.S.F. The authors conclude that the central 
effects of benadryl are independent of changes in the 
C.S.F., and that in therapeutic doses it is unlikely to 
alter the permeability of meningeal capillaries. 


H. M. Adam 
ANTIBIOTICS 
424. Further Observations on an Inhibitory Substance 
(Nisin) from Lactic Streptococci 


A. T. R. Mattick and A. Hirscu. Lancet [Lancet] 2, 
5-8, July 5, 1947. 1 fig., 11 refs. 


An inhibitory substance, “ nisin’, was prepared from 
the cell-free culture medium in which Streptococcus 
lactis had grown. Methods of manufacture on a 
moderate scale of production are described, and a note 
by Berridge describes the production of a highly purified 
and very active preparation in crystalline form. Jn vitro 
nisin inhibited the growth of staphylococci, streptococci, 
pneumococci, neisseria, corynebacteria, mycobacteria 
and clostridia, but not that of the Gram-negative coliform 
bacilli. A standard preparation was preserved for pur- 
poses of assay, and the number of units per millilitre of a 
solution was given by the reciprocal of the highest 
dilution which inhibited Str. agalactiae in broth. Some 
preparations were made containing 50 to 100 million 
units per gramme. 

Moderately purified preparations injected into animals 
caused no apparent ill effects. The toxicity of the 
impure substance was low, LD 50 being about 3:5 g. per 
kilo body- weight. The serum of a rabbit contained 4 
units per ml. 6 hours after the intramuscular injection of 
200,000 units. Repeated subcutaneous injections led to 
a rising concentration in the serum. Twenty test and 
20 control mice received injections of 10,000 lethal doses 
of a streptococcus. A total of 10 mg. of nisin given over 
a period of 45 hours protected the test mice, of which 
40% survived after 7 days. All the controls died within 


24 hours. In another experiment, mice [number not 
stated] were given injections of 1,000 lethal doses of 
streptococci. After 12 hours the animals were apparently 
moribund, but a single injection of 50 mg. (100,000 units) 
saved the test animals, all being alive after 10 days, when 
the observations ceased, while all the control animals 
were dead within 30 hours. A similar protection was 
demonstrated against infection with Clostridium septic 
and in a small experiment there appeared to be definite 
control of the progress of tuberculosis in guinea-pigs, 

é Scott Thomson 


425. Antibiotic Substances Produced by Some Higher 
Fungi. (Substances antibiotiques élaborées par certains 
champignons supérieurs) 

R. SEIGNEURIN and A. Roux. Annales de I’ Instity 
Pasteur {Ann. Inst. Pasteur] 73, 595-598, June, 1947, 


A list is given, in tabular form, of 36 species of edible, 
non-edible, and poisonous fungi which were tested for 
the presence of antibiotic substances with cultures of 
Staphylococcus aureus and Salmonella typhi. Some 
details are furnished concerning the preparation of 
aqueous extracts, and mention is made of several 
[apparently unsuccessful] attempts to produce the 
neutralized ether-acetone and chloroform extracts. In 
addition to verification of the important bacteriostatic 
activity of Clitocybe candida, considerable antibiotic 
effect was found to be possessed by extracts from 
Tricholoma georgii. By measuremént of zones of 
inhibition observed in cultures of the above organisms it 
was calculated that the antibiotic effect of C. candida was 
half, and that of 7. georgii one-third of the effect produced 
on the same cultures by a solution of penicillin with a 
titre of 12,500 Oxford units per ml. Since crude aqueous 
extracts used in the experiments could not possibly 
possess the same high activity as the concentrated thera- 
peutic preparations, the view is expressed that the results 
recorded in the paper may be of some interest to research 
workers. None of the other mushroom species had any 
appreciable antibiotic properties. H. P. Fox 


426. The Spontaneous Occurrence of New Bacterial 
Infections during the Course of Treatment with Strepto- 
mycin or Penicillin 

L. WEINSTEIN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 214, 56-63, July, 1947. 2 refs. 


Five cases are described in which during treatment with 
either streptomycin or penicillin a secondary infection 
appeared, resistant to the antibacterial substance being 
given. Except for the infusion wound in Case I, the 
infections were thought to have been due to organisms 
already present in the body (usually in the nasopharynx). 
It was supposed that these organisms had previously 
been antagonized by other established flora but that, 
when the latter were suppressed by the antibacterial 
agent, the resistant organisms were able to multiply and 
invade. 

Case I.—A boy aged 4 years with pneumonia (organism 
unidentified) was treated with penicillin. A relapse on the 


Sth day was due to a Haemophilus influenzae type B septic- 
aemia. Streptomycin was given instead and the response 
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PENICILLIN 


was at first satisfactory, but local inflammation develo 
gound an infusion-needle wound. Penicillin was then 

: ith the streptomycin and the child recovered. 

Case IJ—A man aged 53 with faucial diphtheria was 

with penicillin and antitoxin, and began to recover; 

a relapse on the Sth day was due to Klebsiella pneumoniae 

Bacterium coli, which were cultured from the sputum. 

Despite streptomycin treatment, the patient di of a 

K. pneumoniae pneumonia and complete heart-block, with 

pheral vascular failure. K. pneumoniae was cultured 
the lungs at necropsy. 

Case I1].—A 3-year-old girl was satisfactorily treated for 
Hl. influenzae ——— by a 5-day course of strepto- 
mycin. On the 7th day a Staphylococcus aureus (non- 
haemolytic) pyelonephritis began. 

out of the author’s hands. 
Case IV—A 10-months-old girl suffering from H. 
fuenzae meningitis was treated with streptomycin systemic- 
and intrathecally for about a week. The blood and 
cerebrospinal fluid became sterile in 24 hours. On the 8th 
day (streptomycin being given intrathecally only) the 
ral condition worsened and the child died on the 12th 
day of a Staph. aureus bronchopneumonia and septicaemia, 
which failed to respond to penicillin. 

Case V—A boy of 4 months with H. influenzae type B 
meningitis also carried Staph. aureus in the nasopharynx. He 
was treated with systemic and intrathecal streptomycin— 
the former for 8 days, the latter for 13 days—and the 
cerebrospinal fluid was sterilized in 24 hours with good 
clinical response. The patient relapsed on the 7th day, and 
from the 7th to the 14th day Staph. aureus was cultured daily 
from the blood and spinal fluid. Penicillin was then given 
in high dosage intrathecally and intramuscularly, and the 


patient recovered. 


In Cases I, II, [V, and V there was a change in the naso- 
pharyngeal flora during treatment and before the relapse 
set in. The nasal organisms becoming dominant in 
each case were of the same species as the secondary 
tissue invader. The author emphasizes the need for- 
adequate bacteriological control when specific anti- 
bacterial drugs are in use. G. I. C. Ingram 


At this point the case 
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427. Persistence of Penicillin in the Cerebrospinal Fluid 
after Massive Intravenous Administration 

R. L. BARTON, L. MARSHAK, T. J. BAUER, and L. Loewe. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 214, 50-52, July, 1947. 3 refs. 


Patients with primary or secondary syphilis were 
treated with 25,000,000 units of penicillin given by 
continuous intravenous drip over 24 hours, with 300 mg. 
of heparin subcutaneously in “ Pitkin menstruum”’ at 
the outset. Ten patients were submitted to lumbar 
puncture 5 hours after completion of the treatment, and 
were found to have penicillin concentrations in cerebro- 
spinal fluid (C.S.F.) between 0-3 and 0-025 unit per ml. 
(mean, 0-08 unit). Of 14 patients submitted to lumbar 
puncture 6 hours after completing treatment, 1 showed 
no demonstrable penicillin in the C.S.F.; in the remain- 
ing 13 the range was 0-1 to 0-02 unit per ml. (mean of the 
14 cases, 0-05 unit). In further groups of 14 patients in 
whom lumbar puncture was done at subsequent intervals 
the results were: 7 hours—penicillin demonstrated in 11, 
with a range of 0-1 to 0-02 unit per ml. (mean of the 14, 
0-04 unit); 8 hours—penicillin demonstrated in 6, of 
whom 2 gave a reading of 0-05 and 4 of 0-025 unit per 
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ml.; 9 hours—penicillin demonstrated in 1 (0-02 unit 
per ml.); 12 and 18 hours (3 patients only)—no penicillin 
demonstrated. G. I. C. Ingram 


428. Induction of Mutants in Penicillium notatum 
by Methyl-bis (8-chloroethyl) amine 

M. A. STAHMANN and J. F. STAUFFER. Science [Science] 
106, 35-36, July 11, 1947. 9 refs. 


A suspension of Penicillium notatum spores was treated 
over a 24-hour period with a solution of a nitrogen 
mustard—methyl-bis (8-chloroethyl) amine. Samples 
were removed at intervals, decontaminated, stored for one 
day or longer, and then planted out. The number of 
mutants, shown by abnormal morphological characters, 
was counted and compared with the number arising in 
cultures of untreated spores. The percentage of mutants 
based on the original number of spores increased from 
0-1% in the untreated control to 2-7% after 4 minutes of 
treatment; thereafter it fell to 1-1% at 24 hours. The 
mustard had also a progressively toxic action. At 24 
hours only 2-6% of the original number of spores .were 
alive, and 44-4% of these were mutants. 

This method of producing mutants was compared with 
that of using ultraviolet irradiation of 2,750 A. The 
number of mutants produced by the latter was rather 
more but the lethal action was also greater. Mutants 
produced by both methods were subcultured without 
change in their characters. D. G. ff. Edward 


429. Enhancement of Plasma Penicillin Concentrations 
by Caronamide and Sodium Benzoate 

E. Strauss, P. L. RicnsBurG, P. Z. SABA, and J. E. 
ALEXANDER. Journal of Laboratory and Clinical Medi- 
cine [J. Lab. clin. Med.} 32, 818-831, July, 1947. 13 refs. 


In this study 35 subjects received caronamide by 
mouth together with penicillin (a) by mouth, (5) by 
intramuscular injection in aqueous solution, and (c) by 
intramuscular injection in peanut oil and beeswax. A 
study of the effectiveness of caronamide and sodium 
benzoate, individually and in combination, was carried 
out in 8 additional subjects. ; 

In the first tests, 100,000 units of penicillin (2 tablets of 
potassium penicillin G with aluminium hydroxide) were 
taken by mouth at 2-hourly intervals from 8 a.m. to 
4p.m. On the next day the same dosage of penicillin was 
resumed and in addition the subjects received 2 g. of 
caronamide by mouth every 2 hours from 6 a.m. to 4 
p.m. Blood samples obtained 1 or 2 hours after each 
dose of penicillin contained increased levels of the anti- 
biotic compared with the levels found in the control 
periods. A large proportion of the samples obtained 
while the subjects were receiving caronamide had a con- 
centration of 0-1 unit or more of penicillin per ml. of 
plasma. There was no advantage in giving the caron- 
amide and penicillin by mouth every 3 hours during the 
day. Similar experiments with 2 g. of sodium benzoate 
indicated that this substance was more effective than 
caronamide. The combination of both caronamide and 
sodium benzoate resulted in a marked enhancement of 
plasma penicillin concentrations and yielded better 
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results than either drug alone. The only evidence of 
toxicity noted was gastro-intestinal intolerance after 12 g. 
of caronamide by mouth in 24 hours. 

For the intramuscular tests the sodium salt of amor- 
phous penicillin was used. Injections of 25,000 or 
50,000 units were given at 2-hourly intervals from 8 a.m. 
to 4 p.m. on 1 day, and on the next this was repeated 
together with 2 g. of caronamide by mouth every 2 hours 
from 6 a.m. to 4 p.m. In nearly all cases plasma peni- 
cillin concentrations were higher when caronamide was 
administered concurrently. The effect of 2 injections at 
4-hourly intervals and of large single intramuscular 
injections of penicillin was not augmented by the caron- 
amide. Sodium benzoate in 2-g. doses enhanced the 
plasma penicillin concentrations after multiple injections 
in a manner similar to that of caronamide. Results with 
the calcium salt of amorphous penicillin (300,000 units 
per ml.) in peanut oil and bees-wax indicated that 
caronamide (1-5 g. by mouth every 2 hours for 24 hours) 
gave erratic augmentation effects, but in the majority of 
instances plasma penicillin concentrations were increased. 

G. B. West 


430. Enhancement of Blood Levels by Caronamide 
during Intramuscular Administration of Penicillin 

A. O. SEELER, C. WiLcox, and M. FINLAND. Journal of 
Laboratory and Clinical Medicine [J. Lab. clin. Med.] 32, 
807-817, July, 1947. 1 fig., 19 refs. 


Early in 1947 it was reported that the excretion of 
penicillin could be reversibly inhibited by 4’-carboxy, 
phenylmethane-sulphonanilide, a synthetic compound 
called caronamide. The substance was said to be 
capable of blocking the tubular excretion of penicillin. 
In a series of 12 male subjects the plasma penicillin levels 
were obtained before, during, and after a period when 
caronamide was given in doses of 2 g. every 4 hours. 
Half of these patients were over 60 years of age and their 
plasma penicillin levels (after 100,000 units every 8 hours) 
were markedly enhanced. The other half were under 
60 years of age, and the marked augmentation was not 
reached until 4 g. of caronamide had been given every 4 
hours. The penicillin blood levels after intramuscular 
administration of 100,000 units of penicillin every 8 hours 
to patients receiving approximately minimal effective 
oral doses of caronamide (2 or 4 g. respectively) were 
significantly higher than those obtained by giving 
300,000 units of penicillin alone to similar subjects. 
There was no clinical or laboratory evidence of toxicity 
from the caronamide in any of the subjects. G. B. West 


431. Effect of Caronamide upon Penicillin Therapy of 
Experimental Pneumococcus and Typhoid Infections in 
Mice 

W. F. Verwey and A. K. MILLER. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol., N. Y.] 65, 222-227, June, 1947. 1 fig., 
11 refs. 


The authors describe experiments with a new com- 
pound, 4’-carboxyphenylmethane-sulphonanilide, called 
caronamide, for decreasing the urinary excretion of 


penicillin and thus rendering it therapeutically more 
effective. Experiments were carried out in mice infected 
with Type I pneumococcus or Salmonella typhi. Pepi. 
cillin was injected intramuscularly and caronamide was 
given orally. Penicillin concentrations in plasma Were 
determined by a modification of the method of Rammel. 
kamp, with a haemolytic streptococcus that permitted 
the detection of 0-019 unit of penicillin per ml. of plasma, 
The oral administration of caronamide markedly 
enhanced the therapeutic effectiveness of penicillin 
against these experimental infections in mice. This 
enhancement was six- to sixteen-fold for pneumococcys 
infections and approximately four-fold for typhoid 
infections. The advantage of giving caronamide jp 
penicillin therapy, though considerable with organisms 
of relatively high resistance, was much greater with 
highly susceptible organisms. Since caronamide had no 
demonstrable bacteriostatic activity the results could not 
be considered due to synergism, but rather to the higher 
and more prolonged penicillin concentrations after the 
administration of caronamide. R. Wien 


432. A Possible Mode of Action of Penicillin 
K. M. PANDALAI and M. GeEorGeE. British Medical 
Journal [Brit. med. J.] 2, 210-211, Aug. 9, 1947. 2 refs, 


The antibacterial action of penicillin, which is primarily 
a bacteriostatic one inhibiting the growth of the infecting 
organisms, is probably dependent on the interference 
with some metabolic function in the initial stages of bac- 
terial growth. Penicillin may also exert its effect by 
acting as a substitute for some essential metabolite. It 
has now been found that nucleic acid has no particular 
growth-promoting influence on the organism tested 
(Staphylococcus aureus), but is strongly antagonistic to 
the bacteriostatic action of penicillin. Penicillin bacterio- 
stasis of Staph. aureus was also easily reversed in the 
presence of added nucleic acid, since organisms that were 
exposed to penicillin and became non-viable could be sub- 
sequently rendered viable by exposure to nucleic acid. 
Penicillin probably acts, therefore, by interfering in some 
way with one or more phases in the metabolism of the 
organisms which involve nucleic acid function. R. Wien 


433. Influence of Penicillin on the Coagulation of Blood, 
with Especial Reference to Certain Dental Operations 

A. FLEMING and E. W. Fisu. British Medical Journal 
[Brit. med. J.] 2, 242-243, Aug. 16, 1947. 


Having observed a tendency to local bleeding after 
dental operations in which penicillin powder had been 
placed in the wound, the authors investigated the effects 
of “commercial ”’ and crystalline penicillin on blood 
clotting time and retraction of clot. They found that 
with concentrations of upwards of 1,000 units per ml. 
there was definite interference with clotting time, and 
poor clot retraction with concentrations of more than 300 
units per ml. The effects were seen with both pure and 
impure preparations of the drug, the delay in clotting 
time being slightly more marked with the higher concen- 
trations (6,000 units per ml. and upwards) of the ** com- 
mercial ”’ product. 
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The authors emphasize that this work has no practical 
bearing on the systemic administration of penicillin, but 
suggest that “ in an dperation where the formation of a 
firm blood clot is of importance, the local use of penicillin 
should be limited to washing out the cavity with a 
solution of the drug not exceeding 100 units per ml.”. 

G. I. C. Ingram 


434. Anuria Observed in Connection with Penicillin 
Therapy. [In English] 

B. NyL—N. Acta Chirurgica Scandinavica [Acta chir. 
scand.] 95, 483-494, June 25, 1947. 27 refs. 


It has been shown that the incidence of unfavourable 
reactions to penicillin therapy is directly proportional 
to the degree of impurity of the preparation administered. 
The excretion of penicillin by the kidney tubules may be 
retarded if the kidneys are damaged or if other prepara- 
tions similarly excreted—such as “ diodrast’’ or p- 
aminohippuric acid—are given simultaneously. Com-. 
plete anuria, probably due to impurities, has been reported 
in rabbits during the first 24 hours of administration if 
large doses of penicillin are given. The urinary flow 
begins again on the second day and reaches a normal. 
level on the fourth. Albumin is present during this 
period. No such toxic effects, however, have been 
observed during similar experiments on rats. 

The author records a»case in which a complete but 
transient anuria developed the day after cessation of 
penicillin therapy. The patient, a man of 78, was 
operated on for a strangulated inguinal hernia. The 
operation proved difficult: the bowel was injured, and 
only a modified repair was possible. Later on an, 
abdominal phlegmon appeared. Sulphathiazole was 
given post-operatively, but was stopped after 10 days 
because a rash developed and sulphathiazole crystals 
were found in the urine; penicillin therapy (100,000 units 
daily) was then employed for 5 days. A fortnight later 
a further incision was required to free sloughs. After 
one preliminary 3-g. dose of sulphathiazole, another 
course. of penicillin (100,000 units daily) was given for 
5 days, and on the following day anuria developed. 
Recovery was complete, and the patient was discharged 
from hospital 3 weeks later. Re-examination after 
14 months showed him to be in normal health, there 
being no impairment of renal function. 

Despite the many factors involved—severity of the 
illness, age, sensitivity to sulphonamides—the author 
thinks that the anuria was due to a transient effect of 
the penicillin on the kidneys. Harold C. Edwards 


435. Antidotal Properties of Crude Penicillium 
notatum Filtrate 
J. SMoLens, D. S. McALgeR, and C. S. MCLAREN. 
Proceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 65, 172-175, 
June, 1947. 4 refs. 


The authors confirmed previous work by Ramon in 
showing that crude filtrates of Penicillium notatum 
possess an “ antidotal ’’ factor which in vitro detoxifies 
various toxins. It was shown, however, contrary to 


previous findings, that this factor is dialysable and is 
therefore not of enzymatic origin. The activity is 
destroyed in the presence of blood, and no therapeutic 
activity could be demonstrated in vivo against tetanus 
toxin or pertussis endotoxins in mice. R. Wien 


SULPHONAMIDES 


436. Renal Damage caused by Sulphonamide Therapy 
and the Radio-opacity of Sulphonamide Deposits. 
(Njurskadan vid sulfaterapi och fragan om sulfakonkre- 
mentens réntgentathet) 

T. BerGun. Nordisk Medicin [Nord. Med.] 34, 1355- 
1360, June 13, 1947. 4 figs., 38 refs. 


The author reviews briefly the incidence, symptoms, 
and suggestéd mechanisms of the renal complications of 
sulphonamide treatment, and concludes that mechanical 
blockage of the urinary system at the distal convoluted 
tubule and the lower end of the ureter is more important 
than toxic or sensitization (allergic) factors, though 
both play their part. 

A case is described in which a patient was given 24 g. 
of sulphathiazole over 6 days and then 36 g. of methyl- 
sulphathiodiazole (‘‘ lucosil’’) over 13 days. He then 
developed pain in the loins (left more than right) and 
microscopic haematuria, with decreasing urinary output, 
The blood urea was 33 mg. per 100 ml. A good diuresis 
(7-5 litres in 3 days) was obtained by stopping the drug 
and increasing fluids, but colicky pain then began and a 
radiograph showed a shadow 10 cm. long in the left 
side of the true pelvis corresponding in shape and 
position to the lower end of the ureter. An intravenous 
pyelogram disclosed delayed excretion on the left side 
with no definite outlining of the urinary tract on that 
side. Cystoscopy revealed crystals on the bladder floor 
which proved to be lucosil, with similar crystals protruding 
from a pouting ureteric orifice. A catheter was passed 
with great difficulty 20 cm. up the ureter, and repeated 
sodium bicarbonate washouts were given during the 
next 12 hours. Next day the shadow was not visible 
on the radiograph, and a pyelogram showed no other 
abnormality, though excretion was still slower on the . 
left. To demonstrate that it was radio-opaque, sup- 
positories of lucosil were placed in the rectum at the level 
of the ureteric orifice. They cast shadows which were . 
not as dense as that seen in the ureter, probably because 
of dilution with vehicle. The opacity is attributed to 
the 25°% sulphur content of the drugs. 

The conclusion drawn is that where renal complica- 
tions develop in cases treated with this group of drugs, 
radiographs should be taken, becaus2 where the crystals 
are so tightly packed that they cast a shadow they will 
require operative removal. The author thinks that 
sulphonamides are still not always given with sufficient 
care and that dosage should be individual and controlled 
by microscopical study of urine. In the treatment of 
anuria, immediate free drainage is demanded by ureteric 
catheterization or pyelostomy. Decapsulation of the 
kidney is recommended only if the organ is much swollen, 
and bilateral drainage only if drainage on one side is not 
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followed very shortly by an adequate diuresis. The mortality of 6%. The 2 deaths resulted from taking 
figures collected by Cibert et al. are quoted, showing a 20 tablets in 1 case anid 50 in the other (10 and 25 g. 
mortality from anuria due to sulphonamides of 7 out respectively). One patient was comatose for nearly q 
of 30 under medical treatment and 1 out of 19 in those day after taking 9 tablets. Patients who did not die 
treated surgically on lines similar to the above. took 2 to 3 days to recover and passed through a period 
A. M. M. Wilson of confusion and motor restlessness, for which they had 

— complete amnesia. 

Theory in Applica Biological Commenting on the wide use of carbromal the author 
» mentions its danger if used as an analgesic, since it is 
E. Riesz. Proceedings of the Royal Irish Academy YY weak one and serious overdosage is possible through 


[Proc. Irish Acad.] 51, Sect. B, 163-172, March, 1947. its concurrent hypnotic effect. Chronic usage of 6 to 
24 refs. : 20 tablets a day leads to loss of energy and ability, 


irritability, and depression; the patient’s mental 
An explanation is given of the chemotherapeutic instability and physical ataxia are a grave menace both 
action of the sulphonamides in terms of the theory of to himself and to those round him. In 2 chronic cases 
the electronic octet. G. M. Findlay not included in this series the serum bromide was 245 
and 139 mg. per 100 ml. and the bromide level in the 
cerebrospinal fluid was 104 and 57; the upper limit of 
TOXICOLOGY normal serum bromide is 50 mg. per 100 ml. 
438. The Chronic Toxicity and Pathology of Thiouracil * [Carbromal is «-bromo-«-ethyl-butyrylcarbamide.] 
in Cats A. M. M. Wilson 
W. T. McCtosxy, R. D. and M. I. SmitH. 
Journal of Pharmacology and Experimental Therapeutics 440. A Quantitative Method for the Measurement of 
[J. Pharmacol.] 89, 125-130, Feb., 1947. 10 refs. Cigarette Smoke Irritation 
J. K. FINNEGAN, D. ForpHaM, P. S. LARSON, and H. B. 
Thiouracil was fed daily to four groups of cats in pyaaG. Journal of Pharmacology and Experimental 


doses of 100, 200, 300, and 500 mg. per kilo. The . ¥ 
to das 300 uae, ber died in agg [J. Pharmacol.| 89, 115-124, Feb., 1947. 


38 to 90 days, but in all the other groups there were no 
deaths attributable to thiouracil after 8 months. The method consists in exposing rabbits’ eyes to puffs 
Thiouracil had no effect on the body weight, the of smoke and then estimating the degree of oedema 
leucocytes, or the plasma bilirubin, and only a slight produced in the upper lid. The smoke puffs are con- 
effect on the haemoglobin percentage and on the rate of trolled by an automatic device; the oedema is estimated 
elimination of intravenously injected bilirubin. The by obtaining the wet and dry weights of the excised 
outstanding pathological findings were necrosis and mucous membrane of the upper lid. In normal rabbits 
scarring of the reticular zone of the adrenal cortex, fatty the difference in the water content of the right and left 
degeneration of the liver, atrophy of the thyroid gland membranes is not significant and is unaffected by the 
and of the seminiferous tubules, and hepatic and splenic manipulations involved in applying the smoke. Groups 
haemosiderosis. H. M. Adam of rabbits exposed to doses of smoke ranging from 1 to 
6 puffs showed a graded effect on the water content of 


439. Acute and Chronic Carbromal Poisoning. (Akute the mucous membranes. Differences in the packing of 
og kroniske Forgiftninger med Carbromal, et hyppigt cigarettes influence the assay, but cigarettes of different 
anvendt Selvmordsmiddel, som ikke bor kunne kobes i brands have significantly different irritating effects. 
Haandkob) Hygroscopic agents, such as glycerin and diethylene 
G. MAGNUSSEN. Ugeskrift for Leger (Ugeskr. Leg.] glycol, when added to tobacco do not alter the irritating 
109, 359-362, July 31, 1947. 3 refs. properties of cigarette smoke. H. M. Adam 


This article is an assessment of the frequency and 
importance of carbromal poisoning, based on the 435 INDUSTRIAL TOXICOLOGY 
cases admitted to the psychiatric division of the Copen- 1. Distribution of Aniline in Animal Tissue. (Pacn 
hagen Municipal Hospital in 1945 and 1946 as cases of TKAHAX KMBOTHOFO) ( 
acute poisoning. In Denmark carbromal did not, until wy ,. Naverorzky and I. M. ORLIK. apmakonorua 
the publication of this paper, require a prescription aS poxcuKonorua [Farm. Toksikol.] 10, 40-42, 1947. 
did the other common hypnotics. The author points fig., 4 refs 
out that from the point of view of the public the danger . ’ 
of a drug lies in the ratio of the toxic to the therapeutic Experiments are being made in the Central Institute 
dose. The maximum‘therapeutic dose of carbromal is of Industrial Hygiene, Kharkov, Ukraine, to determine 
1-5 g., 15% of the minimum lethal dose, and it is thus _ the rate of saturation of living tissues by various poisons 
quite as dangerous as other stronger hypnotics. This is of the aromatic series such as aminobenzol and nitro- 
borne out by the fact that among those cases of poisoning benzol. Aniline was chosen as a substance whose 
where the drug used by the patient could be determined, behaviour was representative of that of many other 
carbromal was the third commonest toxic agent, with a poisons, and experiments on, dogs were designed to 


oc. 
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indicate the rate of penetration into various organs and 
tissues immediately after absorption had started. 
Injection was made into the blood stream—60 mg. 
per kilo of body weight. The mean figures of three 
experiments are given. Lavrovsky’s method of analysis 
was used. Results are expressed as the quantity present 
jn 100 g. of tissue. After 1 minute the quantity in the 
circulating whole blood was 10-3 mg., but after 4 hours 
this figure fell to 1-6 mg. After 5 minutes the central 
nervous tissues contained 12:2 mg., which greatly 
exceeded the quantities present elsewhere. The maximum 
in all tissues was reached after 5 minutes, and thereafter 
there was a steady fall, so that the average figure through- 
out the body became 0-7 mg. after 6 hours. The formed 
elements of the blood were heavily saturated in the first 
minute, but after half an hour these contained about as 
much as the average of other tissues. It was noted 
that after 4 hours the omentum and suprarenals contained 
a much higher concentration than other organs. The 
rate of accumulation in, and of removal from, these 
organs was doubtless conditioned by the blood supply. 
It does not appear that any of the organs examined 
served as depots for aniline. G. C. Pether 


442. Vitamin C Content of Tissues of Experimental 
Animals after Benzol Poisoning. (Comep»xaHne BuTa- 
C B TKAHAX 
OTpaBsIeHHA 6€H3SOJIOM) 

R. I. YAROSLAVSKAYA, M. M. EDELMAN, and F. Y. 
GorRDON. @apmakonorua TOKCHKONOrHA [Farm. 
Toksikol.] 10, 43-47, 1947. 14 refs. 


Experiments were performed to determine the effect 
of benzol poisoning on the vitamin-C content of animal 
tissues and also to evaluate the efficacy of this vitamin 
in treating benzol poisoning. In frogs the ascorbic-acid 
levels were not demonstrably affected by the administra- 
tion of benzol, nor did benzol appear to limit a rise in 
ascorbic acid after the two had been administered. In 
further experiments with guinea-pigs there were no 
‘significant differences in the figures when ascorbic acid 
was given to control animals and to others poisoned with 
benzol. It is therefore concluded that benzol is unable 
to depress the vitamin-C level, though this is not advanced 
as an argument for withholding the vitamin in treatment. 

G. C. Pether 


443. The Problem of the Combined Action of Carbon 
Monoxide and Benzine Vapour. (K Bonpocy o KOM6x- 
HHPOBaHHOM OKMCH yrnepowa NMapoB 
6eHsHHa) 

V. M. Cuernov and S. S. LisERMAN. 
TOKCHKONOrHA [Farm. Toksikol.] 10, 22-25, 1947. 
5 refs. 


Experiments were performed with mice to determine 
the combined toxic action of carbon monoxide and 
benzine, such as might develop in those working in 
motor transport. The concentration, period of exposure, 
and temperature of the air in the vapour chambers were 
noted. It was found that neither carbon monoxide 
alone nor benzine alone caused a very marked mortality 


at certain temperatures. But when animals were 
exposed to the two together the cumulative toxic effect 
was notable. A rise in temperature considerably in- 
creases the toxic action of benzine. The practical 
importance of these observations is great in view of the 
many cases of poisoning among those exposed to these 
two hazards. G. C. Pether 


444. Comparative Chronic Toxicity of Diethylene 
Glycol Monoethyl Ether (Carbitol) and Some Related 
Glycols: Results of Continued Drinking and Feeding 

P. J. HANZLIK, W. S. LAwreENcE, and G. L. LAQUEUR. 
Journal of Industrial Hygiene and Toxicology [J. industr. 
Hyg.] 29, 233-241, July, 1947. 4 figs., 7 refs. 


The toxic influence of diethylene glycol monoethy) 
ether (carbitol) and related substances on rats and mice 
was investigated over periods representing nearly two- 
thirds of their life span. A total of 53 male rats and 22 
females was used, and they were given the various 
solutions from the age of about 6 weeks. The diet was 
freely available, and to the drinking-water was added 
either 1% of carbitol, 1 or 0-3% of ethylene glycol, or 
1 or 0-79% of diethylene glycol. The control rats were 
given pure water. Records of body weight, food, and 
solutions were made once or twice weekly. Other tests 
were carried out on 85 white mice in whose food the 
agents had been incorporated so as to yield the desired 
concentrations. Water was freely available to all mice. 
Charts of the results obtained are given in the paper. 
[Some of them are very difficult to decipher.] 

The data obtained by the present investigators, and by 
their predecessors, indicate that carbitol produces little if 
any impairment of health in rats at medium concentra- 
tions (1 or 2°%), but definite effects in mice at high con- 
centrations such as 5% in the food. Similar tests on 
ethylene glycol showed markedly injurious effects. The 
drinking of 1% diethylene glycol is about as injurious as 
that of ethylene glycol. The blood was not affected, but 
the kidneys and liver were damaged more by the glycols 
than by carbitol. Renal oxalate and phosphate calculi 
were frequently observed, and delayed death, probably 
due to uraemia, can occur after treatment with any of the 
three compounds, though the dosage is greater for 
carbitol. The daily amount of carbitol that would 
produce dangerous effects on a 70-kg. man would be 
about 90 ml. H. M. Vernon 


INSECTICIDES 


445. DDT in Oil as a Larvicide in an Area Ordinarily 
Considered Difficult to Treat 

H. A. JOHNSON and M. W. Yates. Public Health Reports 
[Publ. Hith Rep., Wash.] 62, 1085-1095, July 25, 1947. 
2 figs., 1 ref. 


An account is given of a successful effort to make 
more effective, by means of DDT, the destruction of 
mosquito larvae in an area which for 3 years had resisted 
control with the usual oil larvicides and techniques. 
The area referred to measured 24 square miles (62 km.*) 
and surrounded the U.S. Naval Base at Millington 
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Tennessee. It consisted of 13 acres (5:2 hectares) of 
permanent water, 3 acres (1-2 hectares) of semi-permanent 
water, and 15 acres (6 hectares) of temporary water, 
while it included nearly 100 miles (160 kilometres) of 
ditches and streams. The working force dealing with 
this area consisted of a foreman and four oilers—a 
modest number to undertake so formidable a task. The 
nature of the site rendered it essential to gain control 
of the mosquito population even if this involved destruc- 
tion of wild life, and DDT was employed in amounts 
already proved to be lethal to freshwater fish. Records 
had been kept of the density of anopheline larvae and 
adults (Anopheles quadrimaculatus) during the past 4 
years, and full figures are published of the effect on the 
adult anopheline population of the DDT spraying 
conducted from May to October, 1945. The following 
points are quoted from the authors’ summary and 
conclusions: “ (1) One or 2% DDT in oil was made 
effective for the control of Anopheles larvae at quantities 
as low as 5 gallons per acre, and a saving of 40% in over- 
all cost of the larviciding campaign was shown. Approxi- 
mately 0-8 pound DDT per acre was applied at the 5- 
gallon rate. (2) The usual type of larviciding crews 
and equipment can be trained to apply an oil larvicide 
at a rate of 5 gallons per acre. (3) Under a special 
condition, in which the usual means of larviciding was 
difficult, ineffective, and costly, 2°, DDT in oil applied 
to a flowing stream at predetermined points at a rate of 
6 gallons per acre (0-95 pound DDT per acre) resulted 
in complete suppression of anopheline production. A 
reduction of 80° in labour cost was also realized. 
(4) DDT in oil applied at the above rates had little or 
no residual effects.” R. M. Gordon 


446. DDT Spraying Inside Houses as a Means of 
Malaria Control in New Guinea 

F. B. Banc, N. G. Harrston, J. Mater, and F. H. S. 
Roserts. Transactions of the Royal Society of Tropical 
Medicine and Hygiene [Trans. R. Soc. trop. Med. Hyg.] 
40, 809-822, July, 1947. 1 fig., 8 refs. 


This paper contains much interesting and carefully 
analysed information concerning the incidence and 
transmission of malaria in New Guinea. The authors’ 
summary and conclusions are as follows: ‘* The applica- 
tion of DDT in kerosene to give a concentration of 
100 mg. per square foot on the walls of houses in a native 
village in Papua, New Guinea, reduced the transmission 
of malaria within this village in a 4-month period as 
evidenced by: (1) The number of A. punctulatus moluc- 
censis and A. subpictus found on the walls of the treated 
village was less than 5% of that found in neighbouring 
villages. (2) While the parasite index and splenic index 
were increased in a neighbouring uncontrolled village, 
the parasite index was slightly decreased and the splenic 
index remained the same in the treated village. (3) There 
was no change in the amount of falciparum infection or the 
parasite density of the group having positive smears. 
This is to be expected since untreated falciparum malaria 
will continue to relapse for 4 months, and since there 
was no evidence of change of immunity during the 
4-month period.” 


These results followed residual spraying with DDT 
and are of a similarly satisfactory nature to those noted by 
the majority of previous workers in other parts of the 
world, but the conclusions drawn by these authors 
should be considered in the light of the recently published 
work of Muirhead Thomson (Trans. R. Soc. trop. Med. 
Hyg., 1947, 40, 511). Thomson showed that in West 
Africa large numbers of Anopheles gambiae were feeding 
nightly on the inhabitants of DDT-treated houses, 
but leaving the quarters afterwards so that they were not 
found in the huts the following day, the insects attempting 
to settle on the walls being repelled by the DDT, and 
leaving the huts before they had absorbed a lethal dose 
of the insecticide. Bang and his colleagues noted 


that in the untreated village there was an increase of . 


anopheline density, associated with a rise in parasite and 
spleen rates, following. DDT spraying of the treated 
village, in which there was a fall in anopheline density 
but no significant change in the parasite or spleen rate, 
This lack of response to the reduced anopheline density 
has been explained by the authors on the basis of persistent 
relapse rates. The New Guinea vectors (A. punctulatus 
moluccensis and A. subpictus) may behave quite differently 
from the West African vector, A. gambiae, studied by 
Thomson; nevertheless, the possibility should be borne 
in mind that the repellent action of DDT may have been 
partly responsible for the apparent fall in anopheline 
density in the treated, and even for the apparent rise in 
the untreated village, the villages being ‘* about two miles 
apart’. R. M. Gordon 


447. DDT Airspray in Malaria Control in East Africa 
D. BAGSTER WILSON and A. G. ROBERTSON. Transactions 
of the Royal Society of Tropical Medicine and Hygiene 
[Trans. R. Soc. trop. Med. Hyg.] 40, 823-850, July, 
1947. 10 figs., 5 refs. 


Air-spraying makes possible the control of otherwise 
inaccessible breeding-places of Anopheles, although it is 
not an economic alternative to larvicidal ground control 
when that is feasible and equally effective. Inaccessibility 
to ground control may arise either from the existence of 
some impassable barrier, usually water, or from the 
extent of the breeding-area to be covered. Of the two 
causes, the extent of breeding-areas is more likely to lead 
to economic applications of air-sprays. Aijir-spray 
should prove of value in controlling an epidemic of 
malaria. The possible economic disadvantages of the 
widespread distribution of DDT remain to be explored, 
but the authors show that a single spraying at a ddsage 
of 32 mg. per square metre had no effect on fish and 
only a slight effect on plankton, but that seven sprayings 
at a similar concentration caused an undoubted mortality 
among fish and aquatic insects over a limited area. They 
consider, however, that spraying over a limited area of 
open lake would be unlikely to have any appreciable 
effect on fisheries as a whole. 

The sprayings started some 2 weeks ahead of the 
normal period of maximal rainfall and were delivered 
from a 300-gallon (1,360 litres) bomb-bay tank through a 
single 24-in. (6:25 cm.) emission pipe; the rate could 
be varied and was about 2 gallons (9 litres) per second. 


@ 
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Owing to the fact that the Service personnel were 
receiving suppressive mepacrine, assessment of the 
effectiveness of the sprayings was entirely limited to 
entomological observations, which were made at a 
series of stations at various distances outside or within 
the sprayed area. At these stations all available adult 
mosquitoes were caught and identified at regular intervals. 
Larval sampling consisted in making with ladles a fixed 
number of dips per station, the larvae being subsequently 
counted and classified by stages and genera. 

“The entomological assessment ... shows that 
spraying at a dosage of 32 mg. per sq. metre of pure DDT 
gave an immediate reduction of Anopheles of 98%; 
but that a dosage of 17 mg. per square metre’ gave results 
that were little better than standard ground control 
methods. The effectiveness of these two rates of 
application followed closely the observed larvicidal 
action, but there was an unexplained immediate effect 
on adult anopheline population at the higher dosage. 
... it is concluded that the seasonal peak of gambiae 
breeding was effectively, if not completely checked, 
this conclusion being based on the slow rate of recovery 
of vector house catches, and on comparison with previous 
years. Some substantial evidence is provided that the 
radius of control against these two species [Anopheles 
gambiae and A. funestus] need not in practice be extended, 
in the fairly typical localities under discussion, beyond 
14 to 2 miles.” 

“ Reasons for the comparatively high dosage shown 
to be necessary were found in the interference to the 
penetration of the spray to the water surface by vegeta- 
tional cover, and in the variability of spray distribution 
attributable to variations in windspeed and direction and 
to wind turbulence. A further cause for uncertainty in 
distribution, by the method used, lies in the nature of 
the drop spectrum of the spray, and this can probably 
be overcome by wide overlapping of swathes at a reduced 
rate of spray emission. It is considered that air-spraying 
over the limited areas to be covered in practical malaria 
control is unlikely to cause any serious upset of the 
biological balance of other fauna.” R. M. Gordon 
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448. Homologous Serum Jaundice. A Problem in the 
Operation of Blood Banks : 

I, H. SCHEINBERG, T. D. Kinney, and C. A. JANEWAY. 
Journal of the American Medical Association [J. Amer. 
med. Ass.| 134, 841-848, July 5, 1947. 2 figs., 27 refs. 


This paper reports the cases of homologous serum 
jaundice observed during the year ending August, 1945, 
in the Peter Bent Brigham Hospital, and discusses the 
problem of serum jaundice and possible methods for its 
prevention in the operation of a hospital blood bank. 

All the cases had received a transfusion of blood or 
plasma, or both. The plasma had been produced from 
stored bank blood, the plasma from 10 to 15 bottles of 
blood having been combined to make a pool. The pool 
was stored in the frozen state. ‘When ready for use the 
plasma was thawed and divided into 250-ml. units, after 
which it was kept at 5° to 10° C. 


Cases are grouped as follows: (a) Three definite and 2 
possible cases of hepatitis which developed among 9 
patients to whom blood from Pool 219 was given. One 
recipient died with acute yellow atrophy of the liver. () 
Three other fatal cases: one patient had received 20 
units of plasma and 4 transfusions of whole blood, 
another 6 units of plasma and 24 litres of whole blood, 
and the other 4 plasma transfusions and 1 whole-blood 
transfusion. In none of these cases could the offending 
plasma be identified. (c) Five non-fatal cases. 

There is no diagnostic aid which will differentiate 
homologous serum jaundice from infective hepatitis, but 
the length of the incubation period (about 3 months after 
the blood and plasma transfusions) suggested the 
diagnosis of serum jaundice. This diagnosis was most 
probable in the 5 cases occurring after administration of 
blood from Pool 219. This pool had come from 15 
donors, all of whom were contacted in person or by mail. 
Twelve of the 15 donors appeared normal in every way. 
One was a subject with congenital haemolytic icterus, 
who had had a splenectomy; one had had mild jaundice 
3 years previously; and one gave a history that a few 
weeks after his donation of blood he had suffered from 
loss of appetite, nausea, and soreness in the right 
thoracic region. This may have been a case of hepatitis 
without jaundice. During the time that these cases of 
homologous serum jaundice were observed, 1,494 units of 
blood and 949 units of plasma were given to patients 
in the hospital. The minimum estimate of the incidence 
of the disease would, therefore, be 1 in every 222 trans- 
fusions, or 1 in every 86 transfusions if plasma only is 
considered. The true incidence is probably higher, 
because cases may have been missed. 

The authors recommend that greater efforts should be 
made to detect infectious donors by taking more complete 
clinical histories, and excluding those who have either 
had jaundice or hepatitis or had contact with an infected 
person in the last year and those who have received whole 
blood or its derivatives or even been hospital patients in 
the previous year. Also to be excluded are those with 
fever, icterus, and enlarged liver or enlarged spleen, 
bilirubinuria or hyperbilirubinaemia. The practice of 
pooling plasma is also condemned, although the admini- 
stration of an individual plasma to individual recipients 
would require that the plasma be typed and cross- 
matched or treated with the group-specific substances. 
On a long-term basis, it is pointed out that it may be 
possible to inactivate the infective principle, although at 
present it appears to be extremely resistant to the usual 
measures. Since many plasma factors did not seem to 
transmit the icterogenic agent their use is recommended, 
as is the use of whole blood rather than plasma when 
practicable. John F. Loutit 


449. Recovery of Group O Recipient after Transfusion of 
Two Liters of Group A Blood. Report of Case with 
Autopsy following Ultimate Death from Carcinoma of 
Lung and Pyothorax 

L. E. Youne, R. F. PLatzer, C. L. Yumte, and R. L. 
Wooprurr. American Journal of Clinical Pathology 
[Amer. J. Clin. Path.] 17, 777-782, Oct., 1947. 1 fig., 
16 refs. 
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450. The Medical Sequelae of the Atomic Bomb 


Explosion 

G. V. LeRoy. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.] 134, 1143-1148, Aug. 2, 1947. 
10 figs., 2 refs. 


Two aspects of the investigation of the results of the 
atomic bomb explosions on Hiroshima and Nagasaki 
are reviewed: (1) the toll of casualties, and (2) the 
syndrome following injury by the irradiation. 

The population of the two cities was 500,000, of which 
120,000 died, 65,000 were injured, and 135,000 were in 
need of immediate medical care. In each city about 
one-sixth of the total number of casualties were killed 
instantly or died under circumstances in which no medical 
help was possible. About one-seventh of the total 
number of casualties escaped mechanical injuries and 
burns but received a sufficient dose of radiation to make 
them become ill from 1 to 5 weeks later. The effects of 
blast and heat are briefly mentioned, and it is stated that 
treatment for flash burns was needed by people who were 
as much as 24 miles away from the centre of the explosion. 

The chief discussion is on the effect of ionizing radia- 
tion, consisting principally of gamma rays, and also of 
alpha rays, beta rays, and neutrons. It has been found 
impossible to estimate the dose of gamma radiation 
received or to estimate this on the basis of sympto- 
matology, because of the lack of information about the 
effects of large amounts of total body irradiation on 
human beings. The intensity of irradiation decreased 
with distance according to the inverse square law, and 
people were protected to varying extents by the absorb- 
ing material through which the rays passed, people 
inside heavily constructed buildings or underground 
shelters being less severely affected than those in the open 
at a considerable distance from the source. 

The majority of people affected experienced nausea 
and vomiting several hours after the explosion, though 
symptoms were brief. The subsequent course depended 
on the dose received. In those who received the largest 
doses of radiation, fever and diarrhoea usually appeared 
on the day after the bombing. Purpura appeared 4 to 
7 days later, and the patient then failed rapidly and died 
suddenly. The blood showed marked reduction or total 
lack of leucocytes and platelets. Necropsy revealed 
moderate purpura haemorrhagica with widespread 
petechiae and haemorrhagic erosion of the gastro- 
intestinal tract. In one group subarachnoid haemor- 
rhage was found in 60% of patients. The bone marrow 
was pale and the spleen and lymph nodes were small. 
In spleen and marrow, lymphocytes and marrow cells 
disappeared, only the stroma and framework remaining, 
but with some evidence of the beginning of regeneration. 

The majority of those affected developed symptoms 
due to gamma radiation in from 7 to 28 days after the 
explosion. These patients showed epilation, gastro- 


intestinal disturbances, usually intractable diarrhoea, 


purpura, fever, leucopenia, and pneumonia. Laryngitis, 
pharyngitis, tonsillitis, and gingivitis developed in the 
majority of the patients. Most of these lesions pro. 
gressed, producing severe necrotic ulcerations. The 
process was similar to that seen in agranulocytic angina 
from any cause. Petechiae and purpura, epistaxis, 
melaena, metrorrhagia, and haematuria were regularly 
observed. The loss of hair from the scalp was complete 
in only a few patients. In the majority it began to grow 
again in 2 to 3 months’ time. Epilation of other parts 
of the body was infrequent. Leucopenia was universal, 
and recovery was rare among patients whose white cel] 
counts dropped below 600 per c.mm. Anaemia became 
progressively more pronounced for 1 to 2 weeks after 
the maximum depletion of white cells was observed. The 
haemorrhagic tendency increased the anaemia, and where 
this was prominent the patients did badly. Associated 
with the leucopenia and ulceration were overwhelming 
infections, many going on to septicaemia; this together 


‘with pneumonia was the general cause of death at this 


stage. Failure of spermatogenesis was constant in 
patients exposed to sufficient radiation to produce 
clinical symptoms. 

A milder form of irradiation injury occurred in other 
patients, some of these developing epilation in the 
third to fifth week, with much less in the way of 
constitutional symptoms. They developed weakness, 
malaise, diarrhoea, and mild inflammations of the mouth, 
with some leucopenia and pneumonia. Anaemia was 
the most conspicuous element and some patients never 
recovered, dying in 2 to 4 months from aplastic anaemia. 
The tissues of the female reproductive system were 
affected to a much smaller extent than the male. 

In treatment it is necessary to maintain fluid and 
acid—base balance, control infectious processes, combat 
the haemorrhagic tendency, and correct the anaemia. 
It is thought that, had adequate hospital facilities been 
available, with plasma, electrolyte solutions, whole blood, 
and penicillin in adequate amounts, mortality would 
have been much lower. D. Waldron Smithers 


451. Gross Autopsy Observations in the Animals 
Exposed at Bikini. A Preliminary Report 

J. L. Tutus and S. WARREN. Journal of the American 
Medical Association [J. Amer. med. Ass.] 134, 1155-1158, 
Aug. 2, 1947. 4 figs. 


This paper is a preliminary report on the effects of 
massive dosage of ionizing radiation on animals exposed 
on ships during the experimental atomic bomb explosions 
at Bikini. Goats, pigs, rats, and guinea-pigs were used 
because of the wide range of their species resistance to 
ionizing radiations. Goats and pigs are approximately 
as sensitive to total body irradiation as man, guinea-pigs 
are more sensitive, and rats more resistant. 
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The animals were placed at various points on the target 
ships and others were retained on board the laboratory 
ship as controls. In test “ Able”’, the air explosion, 
1176 goats, 147 pigs, 3,130 rats, and 57 guinea-pigs were 

d on twenty-two target ships, 29 goats, 48 pigs, 
and 687 rats being retained ascontrols. Intest“* Baker”, 
the shallow-water explosion, 10 pigs were placed on each 
of two ships and 50 rats on each of four ships. In this 
latter test the animals were protected from air, water, 
and heat waves, but from only minimal ionizing radia- 
tion. After the explosion the animals were returned to 
the laboratory ship, examined for radioactivity, and 
trated. The dead were removed for necropsy; the 
living were placed in special pens and cages and killed 
in groups, starting 4 days after the first test. Control 
animals were killed at similar intervals for study. 

Jonizing radiations were responsible for most of the 
mortality in the first test, and the animals were sheltered 
from blast in the second. The deaths which were due to 
the effects of total body irradiation occurred in the acute 
phase, and no latent or chronic effects had been observed 
at the time of the report. Almost all the deaths occurred 
within 1 month of the test, the mortality reaching a peak 
within 2 weeks of the test. This was true in both tests 
and for all species of animals. Those exposed to a lethal 
dose, but not killed outright, at first appeared to be 
normal. The total white cell count fell within a few 
hours, with an initial fall in lymphocytes followed by a 
decrease in segmented cells. At the end of a few days 
the red cell count fell, and then or a little later the clotting 
and prothrombin times increased, clot retraction was 
altered, and in some instances the bleeding time was 
increased. 

After a few days of apparent well-being the animals 
developed diarrhoea, and in a week the stools became 
bloody or tarry. The animals became irritable and some- 
times belligerent. They took water but often refused food. 
As the anaemia progressed, and especially if the diarrhoea 
persisted, the animals became progressively weaker and 
spent their time lying down. In the larger animals 
panting respirations were often present from the first 
day or so. They died suddenly, and death was often 
unexpected from the clinical observations alone. When 
the diarrhoea subsided and respiratory distress abated 
the animals improved clinically, but when the tolerance 
dose had been exceeded death was inevitable. 

The gross pathological lesions in the goats and pigs 
which died were haemorrhage, secondary infection, and 
degenerative changes. The earliest and most consistent 
lesions were haemorrhagic and involved almost any or 
every tissue inthe body. In the early stages of irradiation 
injury, dilatation and congestion of small blood vessels 
of brain, heart, lungs, mesentery, bowel, and subcutaneous 
tissue were the only observations. Later, scattered 
petechiae were found accompanied by hyperaemia. The 
sites most frequently involved were the heart and gastro- 
intestinal and genito-urinary systems. Intramuscular 

haemorrhage was the most usual feature in guinea- 
pigs, but was practically never seen in rats and only 
occasionally in goats and pigs. 

In all species the lymph nodes were characteristically 
haemorrhagic. The gastro-intestinal tract in some cases 
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showed acute ulceration of the large intestine, sometimes 
in the absence of gross haemorrhagic lesions. 

Some of the pigs exposed in the “ Baker ”’ test showed 
ulceration in the mucosa of the entire small intestine as 
well as in the stomach and large bowel. A striking 
feature was the absence of gross purulent reaction. The 
liver, spleen, and adrenals were essentially normal. 
Bone marrow was sometimes hyperaemic, without 
obvious relation to the diseased state of the animal. 

Severe irradiation sickness is associated with a depres- 
sion of the haematopoietic centres and increased capillary 
permeability. Capillary dilatation and probably damage 
to the intracellular cement substances combine to bring 
about extravasation of blood. Degenerative changes 


' may result in ulceration of the gastro-intestinal tract, 


which causes diarrhoea. Loss of blood into the tissues 
and externally is responsible for the anaemia which occurs 
in the second week. Damage to the circulating white 
blood cells is possible and may account for the early 
leucopenia, but the chief factor in the development of 
continued leucopenia or agranulocytosis is the damage 
to the bone marrow. Anaemia and leucopenia are 
responsible for weakness, irritability, and lowered 
resistance to infection. Degeneration of tissue leads to 
absorption of toxic breakdown products from cells. 

Death in the first month is apparently due to three 
factors working singly or in combination: anaemia, 
secondary infection, and/or toxaemia. The conclusions 
drawn include the following: (1) The flimsiest of shield- 
ing seems to afford ample protection from thermal radia- 
tion, but heavy armour does not always protect from the 
ionizing radiations. (2) An underwater atomic bomb 
explosion is more lethal than an air explosion, since the 
spray which showers down on the ships in the vicinity 
carries with it fission products; these contaminate the 
ships’ surfaces, cannot be removed easily, and remain 
dangerously radioactive for long periods of time. 

D. Waldron Smithers 


452. Quality of Radiation in Roentgen Therapy. 
Carman Lecture 
R. R. Newer. Radiology [Radiology] 48, 215-231, 
March, 1947. 21 figs., 22 refs. 


The quality of x-radiation may be improved by 
increasing the voltage, which is costly, and by filtration, 
the application of which is limited, since it reduces the 
total intensity and since subsequent layers of the filter 
are less effective than the first. 

The quality of a beam may be completely specified 
by its spectrographic distribution or by its complete 
absorption curve, but a simple numerical specification 
sufficient to ensure reproducibility is required. Absorp- 
tion measurements give the equivalent wavelength, the 
equivalent constant potential and filter, and the half- - 
value layer (h.v.1.). The last is generally adopted, and 
for preciseness first and second half-value layers may be 
quoted. Theh.v.1. may be measured in terms of different 
materials according to the voltage, or of a single material 
over the whole voltage range, water being suitable because 
it behaves like tissue. The substance used for h.v.l. 
determinations may itself harden the beam, or at a 
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sufficiently high voltage soften it by nuclear absorption. 

The effect of quality on penetration and back-scattering 
has been measured precisely. Thus, with harder radia- 
tions multiple fields should be used with exit doses 
avoiding the input areas. The effect of quality on 
biological reaction is less well known and depends on 
the range; for example, it has a great effect on epilation. 
The author’s, opinion is that more attention has been 
paid to quality than it deserves, and, in his experience, 
“if complete destruction of skin epithelium can be 
attained by a course totalling, 5,000 r at h.v.l. 1 mm. 
Cu .. . this dose does not have to be altered more than 
about 20% when using other qualities between h.v.1. 
0-3 mm. Al and 6 mm. Cu”’. 

The biological effect of radiation has been correlated 
with the columnar density of ionization along the tracks 
of corpuscular radiation. Independently of its speed 
the greatest density of ionization produced by an electron 
occurs at the end of its path, and it may be that this 
causes most of the biological effect. It is possible that 
this may account for the observation of Stone that 
1,000 kV radiation requires a 23% greater dose to produce 
the same skin reaction as 200 kV radiation, but that the 
reactions are qualitatively the same. R. F. Farr 


453. Roentgen Therapy in Arthritis, Bursitis, and Allied 
Conditions 

E. A. PoHLe and J. A. Morton. Radiology [Radiology] 
49, 19-25, July, 1947. 2 figs., 10 refs. 


This paper is part of a symposium on rheumatic 
diseases. The great majority of 100 consecutive patients 
considered were suffering from osteo-arthritis. There 
was an additional group of 69 cases of subdeltoid bursitis. 
X rays were used in treatment, with a half-value layer 
of either 1-05 mm. copper or 2-4 mm. copper. The 
spinal areas were treated through an 8 x 20 cm. port (1 to 
3 areas) and the smaller joints through 10x10 or 
15x15 cm. ports. The spinal areas received three 
irradiations of 150 r (in air) on successive days, or three 
of 200 r on alternate days. 

The authors conclude that the response to treatment 
is in all probability due to the non-specific analgesic 
effect. In the osteo-arthritis group, satisfactory relief 
was obtained in about 75% of cases. The age and the 
severity of the disease are not reliable guides in prognosis. 
The possible psychological effect of treatment is not 
denied. The response to treatment of bursitis was good, 
with satisfactory relief in 84% of cases, in over half of 
which there was calcification before treatment. Especi- 
ally good results were obtained in acute cases; in some 
of those with calcification the calcium deposit disappeared. 

A. G. C. Taylor 


454. Some Observations on Radiation Sickness and its 
Treatment. [In English] 

S. KULLANDER. Acta Radiologica [Acta radiol., Stockh.] 
28, 221-224, June 30, 1947. 3 refs. 


After an observation in February, 1946, that dilute 
hydrochloric acid given to a patient with obvious radia- 
tion sickness caused considerable improvement in 


symptoms and general condition, the author administered 
it in every case of severe radiation sickness. The results 
have been so satisfactory as to justify an account at this 
early stage. 

In 12 cases with radiation sickness treated during 
February—May, 1946, mostly by large abdominal fields 
with 300 to 500 r daily to the skin, radiation sickness 
starting within a few days of beginning treatment was 
relieved without fail, as shown by cessation of nausea 
and vomiting. The dosage was 20 drops of 7°%% HCl ina 
small glass of water four times daily. Gynaecological 
cases treated by radium were promptly relieved of their 
symptoms. Analysis of vomitus in cases of radiation 
sickness showed absence of HCI in 50 out of 54 cases: 
the other 4 had low values only. Ten patients whose 
vomit had been analysed had fractional test-meal exami- 
nations at times when x-ray treatment had not been 
given; 8 had almost normal acid values and 2 values not 
exceeding 15%. In order to test the relation to the 
histamine theory of production of x-ray sickness, which 
seems opposed to the above experience in view of the 
effect of histamine in causing increased HCI secretion, 4 
patients were given 0-125 mg. histamine before each meal, 
In all these cases vomiting ceased. This observation 
supports the findings of the value of hydrochloric acid in 
alleviating x-ray sickness. Frank Ellis 


455. Phlebography for the Study of Obstruction of the 
Veins of the Superior Vena Caval System 

S. Katz, H. H. Hussey, and J. R. VEAL. American 
Journal of the Medical Sciences [Amer. J. med. Sci. 214, 
7-22, July, 1947. 11 figs., 10 refs. 


Phlebography is a simple and safe procedure which 
makes possible precise anatomical location of venous 
obstruction and collateral circulation. ‘“* Diodrast” 
(35%) is about as dense radiologically as “‘ thorotrast”, 
while 70% diodrast gives greater contrast and is therefore 
preferable for visualizing the innominate vein or superior 
vena cava. For this study the external jugular vein is 
preferred for injection of the contrast medium (30 ml.), 
but in lesions of the subclavian, axillary, or brachial 
veins the median basilic vein is selected for the injection 
(15 ml.). The x-ray film is exposed at the moment that 
the injection is completed. Phlebograms of the superior 
vena cava and its tributaries [several of which are repro- 
duced] are more simple to interpret than those of the deep 
veins of the leg, in which anatomical variation is much 
more common and ideal visualization more difficult to 
obtain. 

Venous pressure measurements give added information. 
When there is obstruction in the veins of the superior 
vena cava system readings are abnormally high and rise 
even higher with the “ exercise test ’’, in which the patient 
forcefully opens and clenches the fist for one minute while 
the pressure is being recorded. It is often found that 
with the development of a collateral circulation the 
venous pressure becomes lower or even normal, although 
the response to the “exercise test” persists. This 
indicates functional improvement of the venous circula- 
tion, which is not apparent from the phlebogram alone. 

T. Semple 
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456. Spontaneous Neoplasms in Fishes. III. Lympho- 
arcoma in Astyanax and Esox 

R. F. NiGRELLI. Zoologica [Zoologica, 
101-108, 1947. 39 figs., 11 refs. 


The author’s report of 1943 is completed on lympho- 
sarcoma of the kidney in 12 Northern pike, Esox lucius L., 
fept in the same tank. [Total numbers in the tank not 
sated.] The tumour cells resembled lymphoblasts. 
Metastases occurred in spleen and liver. Islands of 
lymphoid cells are normally found in the kidney of this 


N.Y.] 32, 


In a male characin, Astyanax mexicanus, a large 
lymphosarcoma appeared to arise in the thymus, invaded 
locally the hyoid and branchial arches, pharynx, peri- 
cardium, and eye, and metastasized to most tissues of the 


body. 
[Of the 39 figures, few are informative.] 
R. E. Rewell 


EXPERIMENTAL PATHOLOGY 


457. Electrophoretic Studies on the Leukocytosis- 
promoting Factor of Exudates 
M. L. Ditton, G. R. Cooper, and V. MENKIN. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol., N.Y.] 65, 187-189, 
June, 1947. 1 fig., 11 refs. 


The leucocytosis-promoting factor of inflammatory 
exudates, when studied electrophoretically in a Tiselius 
apparatus, appears to be distributed primarily between 
the a, and a, globulins of exudates.—[Authors’ 
conclusions. } 


458. Sarcomata Produced in Mice by Injection of 
Benzacridine Derivatives. (Production de sarcomes chez 
lasouris, par injection de benzacridine angulaire) 

A. LACASSAGNE, Buu-Hoi, J. LEcocg, and G. RUDALI. 
Bulletin de Il’ Association Frangaise pour I’Etude du 
Cancer [Bull. Ass. frang. Cancer] 34, 22-29, 1947. 4 refs. 


Several methyl, dimethyl, and trimethyl derivatives of 
1, 8-benzacridine and 5, 6-benzacridine were found to be 
ative in evoking sarcomata at the site of injection: in 
mice, the most potent being three dimethyl derivatives 
of 7, 8-benzacridine. Adenomata or carcinomata of 
the lung were observed in a number of the treated mice. 
Sterility due to suppression of spermatogenesis also 
occurred in these animals. R. A. Willis 


459. Filterable Fowl Sarcoma. (Sarcome transmissible 
de la poule a filtrabilité intermittente) 

C. OBERLING, M. GUERIN, and P. GuERIN. Bulletin de 
l'Association Frangaise pour I’Etude du Cancer [Bull. 
Ass. frang. Cancer) 33, 172-184, 1946. 5 figs., 7 refs. 


460. Attempts to Produce Epithelial Tumours in Albino 
Rats by Simultaneous Painting with 1 : 2-Benzpyrene and 
Treatment with Oecestrogens. (Tentativi di cancerizza- 
zione dell’epitelio cutaneo del ratto albino mediante 
sgocciolamento di soluzione 1 : 2 benzopirene e con- 
temporaneo trattamento con preparati follicolinici) 

G. GALLETTI. Sperimentale [Sperimentale] 98, 417-420, 
1947. 21 refs. 


In an attempt to overcome the marked resistance of 
the rat’s skin to carcinogens, the author applied benz- 
pyrene while the animals were under treatment with 
oestrogens. Twenty young fully grown rats [sex 
unspecified] from a strain free from spontaneous tumours 
were used. Each received by subcutaneous injection in 
the interscapular region approximately 5,000 i.u. of an 
oily solution of “ progynon B”’ or “ benzogynoestrol ”’ 
per week, and twice a week 2 drops of 1% solution of 
1 : 2-benzpyrene in acetone or benzene was applied 
to the shoulders or back of the neck. After 2 months 
the application was made on alternate days. After 
250 days the benzpyrene treatment was suspended for 
1 month, and then continued as previously. 

Only 5 animals survived longer than a year. Of 
these, 2 showed warts, which appeared after 500 days. 
Histological examination of the warts showed no signs 
of neoplastic growth. In control experiments with mice 
the same benzpyrene solution caused the production of 
epitheliomata. It is concluded that oestrogens will not 
help to overcome the resistance of rat’s skin to 
carcinogens. [The 1 : 2-benzpyrene referred to in 
Abstracts 460-3 is more properly known as 3 : 4-benz- 
pyrene. ] G. Calcutt 


461. I. Experimental Production of Sarcomata with 
1: 2-Benzpyrene. (I. Sarcomi sperimentali da 1 : 2 
benzopirene) 

G. RINDoNE. Sperimentale [Sperimentale] 98, 421-448, 
1947. 9 figs., Bibliography. 


This paper is the first of a series reporting an attempt 
to correlate the development and growth of tumours 
induced by chemical carcinogens with the normal 
metabolic status of the animal, particular attention being 
paid to the hormones. 

As a basic experiment 20 albino rats [sex unspecified] 
from a commercial source were given weekly intra- 
‘muscular injections of 0-4 ml. of a 0-5% solution of 
1 : 2-benzpyrene in sterile olive oil. This was continued 
for 10 weeks. Five rats died before any tumour appeared, 
but in general the treatment was well tolerated. After 
about 3 months a slow but progressive decline in the 
nutritional status set in, although the appetite was 
maintained. After the injections the animals had a soft 
nodule, which in those that died was found to consist of 
sacs of oily solution surrounded by fibrous tissue. After 
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70 to 80 days the nodules became harder, and at about 
90 days became fixed. Tumours became apparent at 
about 115 days, and grew steadily until the natural 
death of the animals at between 148 and 173 days. 
Various portions of the animals were fixed in 10% 
formalin or Zenker’s solution. Examination of sections 
indicated that the tumours arose from a number of 
points simultaneously, and were dll polymorphic sarco- 
mata arising from connective tissue or muscle. After 
the initial latent period growth was rapid, many dividing 
nuclei being present in the sections. 

An extensive survey of the literature is appended, and 
there is an extensive bibliography giving references to 
many little-known papers. G. Calcutt 


462. II. Experimental Production of Sarcomata with 
1: 2-Benzpyrene; Organic Changes. (II. Sarcomi speri- 
mentali da 1 : 2 benzopirene: alterazioni organismiche) 
G. RINDONE. Sperimentale [Sperimentale] 98, 449-470, 
1947. 14 figs. 


This paper deals with the detailed study of tissues of 
the rats in which tumours were previously induced 
(Abstract 461). 

The animals that died in the early stages of the experi- 
ment had blood-stained fluid in the lungs, pericardium, 
and peritoneum, together with enlarged livers and spleens, 
degeneration of the liver and kidneys, and foci of broncho- 
pneumonia and signs of cerebral oedema. Those which 
died later had similar but less marked symptoms and 
signs. The lungs showed a certain amount of haemor- 
rhage, and in two instances nodular metastases. The 
hearts were enlarged, with signs of fatty infiltration. 
The liver during the pre-neoplastic stage underwent 
hyperplasia together with hypertrophy of the Kupffer 
cells; in one case there was true fatty degeneration. The 
spleen was found to be haemorrhagic and gave an 
impression of incipient myeloid metaplasia. In the 
kidneys the differentiation between cortex and medulla 
became less marked. There was considerable tubule 
degeneration. Although there were signs of damage to 
the stomach wall there was no neoplasia. Hyperplasia 
of the lymph nodes of the large intestine was apparent. 
There was no abnormality of the endocrine glands apart 
from some cystic degeneration in the ovaries. Hyper- 
plasia of the lymph nodes appeared in the early stages, 
together with a noteworthy hyperplasia of the reticulo- 
endothelial system. In two instances metastases were 
present in the peribronchial glands. 

The findings are discussed in detail in relation to the 
existing literature. G. Calcutt 


_ 463. III. Hormones and Sarcomata Produced with 


1 : 2-Benzpyrene. (III. Ormoni e sarcomi da 1:2 
benzopirene) 

G. RINDONE. Sperimentale [Sperimentale] 98, 471-514, 
1947. 5 figs., Bibliography. 


On the assumption that the development and growth 
of tumours is dependent on the endocrine balance of the 
animal, attempts have been made to influence the 
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production of sarcomata in rats with 1 : 2-benzpyrene by 
the injection of hormones or removal of glands, 

Groups of 20 rats [sex and strain not stated] were 
injected in the left thigh with 0-4 ml. of 0-5%, benzpyrene 
in olive oil once weekly for 10 weeks. Hormone in. 
jections were made in the right thigh, starting 20. days 
before benzpyrene treatment and continuing 2 weeks 
after the appearance of tumours. Control groups, each 
of 10 rats, underwent hormone treatment only. Results 
were assessed on the basis of the index of activity (1.4) 
(Iball, Amer. J. Cancer, 1939, 2, 188). 

Twenty rats received 0-05 ml. daily of “ antefisan” 
(anterior pituitary extract). Five animals died; in 15 
tumours were produced; the latent period was approxi. 
mately 100 days. Morphologically and histologically 
the tumours showed nothing unusual. Twenty rats 
received 0-3 unit of “‘ pituglandol ” daily, with suspension 
of treatment for 10 days after each 2 weeks; 13 survived 
and developed tumours in 120 days. The animals 
showed a nutritional deficiency state. Nine out of 10 
controls survived without tumours. 

Twenty rats received 0-05 mg. daily of thyroxine, 
Signs of hyperthyroidism and wasting became evident; 
11 survived and developed tumours in about 115 days, 
Of the controls 6 survived, with less wasting than in the 
experimental animals. Twenty animals had approxi- 
mately four-fifths of the thyroid surgically removed; 
14 survived, 13 developing sarcomata. Ali animals were 
oedematous. 

Twenty rats received 0-05 ml. of parathyroid extract 
every 3 days, with 10-day breaks after each 10 injections; 
13 survived, tumours with haemorrhage and necrosis 
growing in 11 of them in 125 days. 

Twenty rats were treated on alternate days with 0-05 ml. 
of a total extract of calf’s thymus; 14 survived, 12 having 
tumours. 

Twenty rats were injected with 0-5 unit of insulin every 
other day before feeding. Because of severe wasting 
of the animals, treatment was suspended at times; 11 
survived, 10 having tumours after about 120 days. 

Twenty rats each received 0-05 ml. of “ cortigen” 
(adrenal cortical extract) on alternate days; 16 survived, 
15 of them having tumours. Twenty rats each received 
the equivalent of 0-002 g. of the adrenal medulla on 
alternate days, with a break of 10 days after each month; 
13 survived, all having tumours after 120 days. 

Thirty male rats each received 1 mg. of “* perandren” 
every third day. Tumours appeared after 115 days, 
being present in 13 of the 14 survivors. Twenty male 
rats were castrated; 15 survived, 10 having tumours 
within 125 days. Twenty female rats received 100 iu. 
of “ progynon”’ every fifth day; 11 animals survived, 
all having tumours after 85 days. The tumours grew 
rapidly and 8 showed haemorrhage and necrosis. Of the 
controls, 9 survived without signs of neoplasia, but 2 
showed irregularities of the uterine mucosa. Twenty 
female rats were ovariectomized; 12 survived, all having 
tumours within 120 days. 

In all the experiments the tumours were sarcomatous. 
There is a detailed discussion of the findings, together 
with a very extensive survey of the pertinent literature. 

G. Calcutt 
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464. Epitheliomatous Reactions of the Skin of the Rat 
the Application of Benzpyrene. (Les réactions 
épithéliomateuses de la peau du rat aprés badigeonnage 
le benzopyréne) 
C, OBERLING and M. GuErRIN. Bulletin de Il’ Association 
Frangaise pour I’Etude du Cancer (Bull. Ass. frang. 
Cancer] 34, 30-42, 1947. 10 figs., 21 refs. 


Applications of benzene solutions of benzpyrene to the 
sin of rats for 16 to 22 months produced typical basal- 
cell carcinomata clearly of pilo-sebaceous origin. The 
quthors include excellent photomicrographs of these 
tumours. R. A. Willis 


465. Induction of Bronchogenic Carcinomas in Mice 
BS. HorNING. Lancet [Lancet] 2, 207-209, Aug. 9, 
1947. 4 figs., 9 refs. 


The author has previously described the induction of 
gandular carcinomata of the prostate in mice by. the 
technique introduced by Rous and his associates, in 
which small pieces of tissue are impregnated with a 
carcinogen and implanted subcutaneously (Lancet, 1946, 

829). 

* his paper deals with an extension of this work. Lung 
tissue of appropriate dimensions was wrapped round a 
few crystals of methylcholanthrene and grafted under the 
skin of mice of the same strain; sometimes a single 
mouse received as many as six of such grafts. Mouse 
strains A and C3H were used, and a separate group of 
the latter strain received implants of lung tissue enclosing 
stilboestrol in addition to methylcholanthrene. One 
group of mice was killed after 6 to 8 weeks, before tumours 
were evident, for histological study of the early phases of 
carcinogenesis. The incidence of pulmonary tumours 


was independent of sex but varied with the strain of mice. . 


Thirty-six mice of strain A yielded 12 tumours, while 
only 5 arose in 36 mice of strain C3H; but 25 out of 
36 mice of C3H strain receiving both stilboestrol and 
methylcholanthrene bore tumours. The malignancy of 
all tumours was proved by transplantation into mice 
of the same strain. All were bronchogenic squamous- 
celled carcinomata except 2 in strain A mice which were 
malignant adenocarcinomata. Four figures illustrate 
the histology of the early stages of tumour development 
and show a primary lung adenocarcinoma. A discussion 
on the action of oestrogens on the bronchial epithelium 
in lung grafts follows. H. G. Crabtree 


46. Cytochondria of Normal Cells, of Tumour Cells, 
and of Cells with Various Injuries 

E. L. Opie. Journal of Experimental Medicine [J. exp. 
Med.] 86, 45-54, July 1, 1947. 9 figs., 9 refs. 


This investigation has been carried out on liver cells 
and on tumour cells derived therefrom. By the term 
“cytochondria”’ the author means those -vesicular 
bodies with definable rim and clear central space, just 
within the range of microscopic visibility, which make up 
alarge part of the cytoplasm. 

Tissues were fixed in a mixture of equal parts of one- 
fifth molar solution of lanthanum acetate and 20% 
formalin, which fixed well the ribonucleic acid of the 


141 


cytoplasm that in many liver cells is localized around 
cytochondria. Staining was done with Giemsa’s fluid 
or by Mallory’s method, with substitution of rose bengal 
for phloxin. Fresh tissue immediately after removal 
from rats killed by bleeding was immersed in distilled 
water, in hypotonic sodium chloride, and in solution of 
some other substances for periods of from 5 minutes to 
24 hours. Fixation and staining were then carried out. 
Water caused swelling of the cells and much enlargement 
of the cytochondria, these being seen as isolated acidophil 
bodies with deeply stained rims and more palely stained 
centres. Continued action of water caused further 
swelling of the cytochondria, so that the cytoplasm 
assumed a vacuolated appearance. Hypotonic solutions 
had a similar effect on nucleus and cytoplasm, the former 
becoming swollen and losing its staining properties, 
while small bodies resembling the cytochondria of the 
cytoplasm but less sharply defined became recognizable. 
Similar appearances were found in the cells of the 
proximal convoluted tubules of the kidney, though the 
changes here occurred more rapidly than was the case 
in the liver. Analogous changes were also noted in 
both the acinar and islet cells of the pancreas, in the cells 
of the gastric mucosa, and in the cells of liver tumours. 
Hydropic swelling of the cytochondria of liver cells after 
the administration of dimethylaminoazobenzene was 
also produced, and similar changes were also noted 
after administration of chloroform. R. B. Lucas 


467. Tolerance to Bacterial Pyrogens. I. Factors 
Influencing its Development 

P. B. BEESON. Journal of Experimental Medicine [J. exp. 
Med.) 86, 29-38, July 1, 1947. 4 figs., 18 refs. 


These experiments were undertaken in an endeavour 
to explain the fact that when patients are being given 
intravenous injections of typhoid vaccine as a method 
of fever therapy the dose of vaccine has to be successively 
increased in order to bring about comparable temperature 
elevations. 

The pyrogenic materials employed were: (1) Salmonella 
typhi vaccine containing 1,000 million organisms per ml.; 
(2) Serratia marcescens vaccine of the same density; 
(3) Pseudomonas aeruginosa filtrate; (4) purified S. 
typhi pyrogen; (5) purified S. marcescens pyrogen. 
For each of these pyrogens a dose was found which 
would produce, without causing death, a marked febrile 
reaction in rabbits. When animals were given daily 
injections of the same dose of pyrogen there was a 
characteristic type of response. The first injection 
usually caused a rise in temperature of 3° to 5° F. (1-7° 
to 2-8°C.), with responses nearly as severe on the 
second and third days, but from the fourth day onward 
a progressive reduction in reaction was nearly always 
evident. When, however, animals were given injections 
only once or twice a week there was some diminution in 
their febrile responses, but this was not so marked as 
with daily injections. Loss of tolerance was also demon- 
strated by allowing a rest period to animals which had 
been rendered relatively unresponsive to a given dose of 
pyrogen, and then restarting injections. In these cases 
some increase in responsiveness occurred. 
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There did not seem to be any close correlation between 
the level of serum agglutinins and the degree of febrile 
response in the case of typhoid vaccine. Other experi- 
ments included the demonstration of lack of specificity 
of tolerance for different pyrogens. When animals 
which had been rendered unresponsive to one pyrogen 
were tested with a different one they were found to be 
somewhat tolerant of it as well. An attempt was made 
to confer the unresponsive state by injection of serum 
from highly tolerant animals, but this was unsuccessful. 
Mechanically induced fever, produced by keeping the 
animals in a fever cabinet, did not induce tolerance to 
pyrogens, nor, on the other hand, did the prevention of 
temperature elevation by administration of amidopyrine 
counter the development of tolerance. R. B. Lucas 


468. Studies on Spreading Factors. II. The Effect of 
Serum upon Hyaluronidase Spreading Activity 

O. Hecuter. Journal of Experimental Medicine [J. exp. 
Med.) 86, 19-28, July 1, 1947. 9 refs. 


By means of intradermal tests the effect of normal serum 
on the spreading activity of hyaluronidase and the signi- 
ficance of the anti-hyaluronidase in serum as a defence 
mechanism were studied. The spreading activity of 
hyaluronidase was inhibited by 10 minutes’ contact with 
normal serum in vitro. This property could not be 
demonstrated if the mixture was injected immediately, 
and, while this might have been due to the speed of the 
spreading reaction produced by hyaluronidase, there was 
evidence either that the reaction between hyaluronidase 
and normal serum does not occur or that it is reversible 
in the skin. 

{For Part I of this Paper see Abstracts of World 
Medicine, 1947, 2, 379.] Scott Thomson 


469. Combination of Some Effects of X-radiation and a 
Synthetic Vitamin K Substitute 

J. S. MircuHect and I. Simon-Reuss. Nature [Nature, 
Lond.] 160, 98-99, July 19, 1947. 2 figs., 13 refs. 


Tetrasodium 2-methyl-1,4-naphthohydroquinone di- 
phosphate, a synthetic vitamin K substitute, produced 
mitotic inhibition in chick fibroblast cultures. The 
cultures were prepared from the choroid and sclerotic 
of a 10- to 11-day-old embryo and grown in a medium of 
equal parts of fowl plasma and 15% embryo extract in 
saline by the hanging-drop technique. Third-passage 
cultures were treated with the vitamin K. substitute, 
fixed in Susa at selected times, and stained with Heiden- 
hain’s haematoxylin. After treatment with the vitamin 


substitute for 24 hours the total mitotic counts observed, © 


expressed as a percentage of mitosis in the controls, 
varied from 82-0+4-5% for 2:5 x 10-® M to 23:74+4-1% 
for 6x 10-*° M final concentration of the vitamin sub- 
stitute. With an initial concentration of 3x 10-* M, 
inhibition of mitosis decreased from 61-7+4:7% at 
18 hours’ treatment to 82:5+3-4% after 48 hours’ 
treatment. 

Comparison of cultures—(1) treated with vitamin 
substitute at 3 10-* M and irradiated after 18 hours 
with 244 r of x-radiation of effective wavelength 


approximately 0-2 A delivered in 2 minutes; (2) treateg 
with vitamin substitute alone at the same concentration: 
(3) irradiated alone; and (4) untreated—indicatej 
pronounced potentiation of the mitotis-inhibiting effects 
of x-radiation and of the vitamin substitute. Mitotic 
counts were made at 24, 36, and 48 hours for each gr 
of cultures. After 24 hours, x-radiation alone produced 
64:94-1-6%, vitamin substitute alone 69-3+:2-3% ang 
combined x-radiation and vitamin substitute 14-0+3-9 
of the mitoses found in the controls. Comparable 
results were found at 36 and 48 hours. 

Qualitative results of preliminary clinical trials are not 
inconsistent with the above experiments. Administra. 
tion of vitamin K substitute at 100 mg. daily for 16 days 
reduced the mitotic frequency of a squamous-cell carci. 
noma from 3-98+0-28% to 1-:12+0-11%. The vitamin 
substitute produced many mitotic abnormalities and 
reduced the ratio of prophases to metaphases. Com. 
bined treatment with vitamin substitute and x-radiation 
resulted in gross degeneration of the tumour cells. 

A. K. Powell 


470. Morphology of Banti’s Disease. (La morpho- 
logie de la maladie de Banti) 

P. A. GRETILLAT. Annales d’Anatomie Pathologique 
[Ann. Anat. path.] 17, 166-214, 1947. 21 figs., Biblio- 
graphy. 


This study from the Institute of Morbid Anatomy, 
University of Geneva, is based on 8 cases of Banti’s 
disease. The author considers that splenectomy is 
beneficial although it fails to affect the postulated 
metabolic disorder. The histological changes in the 
spleen are described and compared with those in other 
splenomegalies; the characteristic picture of the thickened 
fibrillar Billroth cords appearing to surround small 
well-defined sinuses is stated to be a sine qua non of Banti’s 
disease, but the same picture is shown to occur in 
Egyptian (bilharzial) splenomegaly and rarely, to a lesser 
degree, in other diseases. The changes in the liver, 
which have possibly not received sufficient attention, are 
believed, on the basis of study of 3 cases and Banti’s 
descriptions, to be somewhat different from those of 
portal cirrhosis. A. C. Lendrum 


471. Anatomical and Clinical Aspects of Tuberculosis 
of the Breast. (Les formes anatomo-cliniques de la 
tuberculose mammaire) 

J. DeLaRugE, J. De Brux, and J. P. KeRNets. Annales 
d’ Anatomie Pathologique {Ann. Anat. path.] 17, 146-165, 
1947. 5 figs., Bibliography. ; 


This study, based on 18 cases, distinguishes two main . 


types of tuberculosis of the breast: paramastitis, which is 
the external manifestation of a thoracic lesion, and true 
tuberculous adenitis. The latter type is subdivided into a 
deep glandular form, diffuse or circumscribed, and a 
superficial glandular form. The deep glandular form is 
basically a lobulitis, in which the perilobular and the 
ductal supporting structures may be still preserved: this 
can progress to an intraductal proliferating granulation, 
to caseation of varied extent, or to a fibrosing and hyper- 


rs MORBID ANATOMY 143 


astic condition. This true tuberculous adenitis of the 
breast is an example of “ metastatic” or “ haemato- 
genous ” tuberculosis and is therefore rarely seen in cases 
with obvious pulmonary disease. Indeed, the authors 
state that a mammary tumour appearing in a woman with 
pulmonary tuberculosis is unlikely to be tuberculous. 

The superficial glandular form or perimamillary 
tuberculosis is a purely ductal lesion. In 1 suchcase with 
bilateral involvement there was a fistula just below the 
nipple which over several months showed a regular cycle 
of changes. Tension and redness at the eighteenth day 
was followed by a clear discharge on the twentieth day 
(no bacilli), which soon became purulent (abundant 
tubercle bacilli) and ceased abruptly on the twenty-eighth 
day; by the fourth and fifth day of the next cycle the 
sinus was closed. Treatment with male hormone was 
instituted after 8 months and led to cure; there was no 
relapse in 2 years. A. C. Lendrum 


472. The Exudative Lesion of Hodgkin’s Disedse. 
(La lésion exsudative du lymphogranulome de Hodgkin) 
J. L. Nicop. Annales d’Anatomie Pathologique [Ann. 
Anat. path.] 17, 139-145, 1947. 2 figs., 12 refs. 


The pulmonary lesions ir. two cases of Hodgkin’s 
disease are described, and the changes at the periphery of 
the nodules are considered to be those of an exudative 
inflammation of banal type. A. C. Lendrum 


473. Absorption from the Pulmonary Alveoli 

C. K. Drinker and E. HARDENBERGH. Journal of 
Experimental Medicine [J. exp. Med.] 36, 7-18, July 1, 
1947. 3 figs., 7 refs. 


This is a study in dogs of the absorption of a variety of 
substances from the pulmonary alveoli. The substances 
were administered intratracheally and were then esti- 
mated in the blood, and also in the lymph from the lungs. 
This latter was collected by cannulation of the right 
lymph duct. 

In the case of the dye T 1824, most of it entered the 
blood capillaries fairly quickly, while a smaller pro- 
portion eventually gained the blood stream through the 
lymphatic route, when the substance was given in watery 
solution. .When it was given in combination with 
various proteins, however, different results were obtained. 
A 0:5 to 1% solution of the dye in Ringer’s fluid was 
prepared and to this were added the various proteins 
to give in each case a concentration of 2 to 5% of protein. 
In the case of T 1824 with blood plasma, the animal was 
observed for 4 hours after intratracheal instillation. 
During this time there was no delivery of the solution 
to the blood or to the right lymph duct and the thoracic 
duct, though previous experience had shown that with a 
protein-free solution the right lymph duct would have 
become intensely blue within 20 to 30 minutes. When 
serum albumin was the added protein it was found that a 
small degree of transfer of intra-alveolar albumin to the 
right lymph duct began shortly after instillation and 
increased over the next few hours but never reached high 
values. In the case of egg albumin slight traces of the 
protein did pass through the alveolar walls to reach the 


right lymph duct, but no blue colour was detected in the 
thoracic duct or in the blood plasma. 

Experiments were also carried out with haemoglobin, 
in the form of crystalline haemoglobin in Ringer’s 
solution and also as crude haemoglobin from washed red 
cells. If absorption occurred during 4 hours it was so 
slight as to be masked by the usually slightly yellow 
colour of the right lymph duct. 

Observations were also made on the absorption of 
visible particles. For this purpose glass spheres 
measuring 4 4 in diameter, made by blowing pyrex glass 
powder across an oxygen and gas jet, were used. The 
spheres were suspended in distilled water containing 
T 1824 and instilled intratracheally. Right-duct lymph 
showed blue coloration 72 minutes after giving the 
suspension but no spheres were found, nor did they 
appear within the experimental period of 4 hours. 

The authors conclude that the protection against 
absorption from the lung alveoli is mainly due to intact 
alveolar epithelium, through which molecules of the 
dimensions of the proteins commonly entering the 
alveoli as a result of trauma or disease pass very slowly 
and are found in small traces in lung lymph and in even 
lesser degree in blood. R. B. Lucas 


474. The Neoplastic Potentialities of Mouse Embryo 
Tissues. III. The Tumors Elicited from Gastric Epi- 
thelium 

W. E. Situ. Journal of Experimental Medicine [J. 
exper. Med.) 85, 459-478, May 1, 1947. 21 figs., 14 refs. 


475. The Occurrence During Acute Infections of a 
Protein not Normally Present in the Blood. IV. Crystal- 
lization of the C-reactive Protein 

M. McCarty. Journal of Experimental Medicine [J. 
exper. Med.} 85, 491-498, May 1, 1947. 1 fig., 8 refs. 


476. Age and Lung-histamine 
E. R. TretTHewie. Journal of Immunology {J. Immunol.) 
56, 211-216, July, 1947. 3 figs., 3 refs. 


MORBID ANATOMY 


477. The Gastric Mucosa in Tropical Macrocytic 
Anaemia. Report of a Case 

J.C. and Y. M. BHENDE. Indian Medical Gazette 
[Indian med. Gaz.] 82, 182-186, April, 1947. 4 figs., 
22 refs. 


A Hindu male of 55 years suffered from severe macro- 
cytic anaemia which responded to administration of 
crude liver extract and to diet, but later he relapsed and 
died. Free hydrochloric acid was present in the gastric 
juice after an alcohol test meal and histamine. The van 
den Bergh test was negative. The stomach was removed 
soon after death; it appeared normal to the naked eye. 
Histologically there was no notable loss of either type 
of secretory epithelium. Chronic inflammatory leuco- 
cytic and fibrotic reaction was evident in mucosa and 
submucosa. The stomach was in no way similar to the 
atrophic organ of pernicious anaemia. 

Douglas H. Collins 
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478. The Benign Giant Cell Tumor of Tendon Sheaths. 
An Example of Sclerosing Hemangioma 

L. N. Foster. American Journal of Pathology [Amer. J. 
Path.] 23, 567-583, July, 1947. — 10 figs., 14 refs. 


The author advocates the view that the giant-cell 
tumour of synovial tissue is essentially angiomatous. 

{His discussion and figures do nothing to support 
this view. He appears to be unaware of the plainly 
synovial characters of many of the synoviomata of tendon 
sheaths, and he ignores the papers of Stewart, King, and 
other British exponents of the subject.] R. A. Willis 


479. Myelolipoma of the Adrenals. Report of Seven 
Cases 

H. K. GirFen. American Journal of Pathology [Amer. J. 
Path.) 23, 613-625, July, 1947. 13 figs., 18 refs. 


Seven examples of heterotopic development of bone 
marrow in the adrenal glands are described, 4 with 
yellow and 3 with red marrow. These were all in 
middle-aged or elderly people, none of whom showed 
significant anaemia. The causation and histogenesis of 
the change are obscure. R. A. Willis 


480. The Lesions of Periarteritis Nodosa. (Les lésions 
de la périartérite noueuse) 

P. Nicaup. Annales de Médecine [Ann. Méd.] 48, 35-51, 
1947. 6 figs., 7 refs. 


The author discusses at length the histopathology of 


this disease, with particular reference to the nodules in 
the skin. His studies lead him to believe that the first 
changes are visible in the adventitial zone of the artery, 
and he maintains that the term “ periarteritis nodosa ”’ 
is therefore correct. The references are all to his own 
work, including Periartérite noueuse, Paris, 1946, in which 
a full bibliography is said to be given. A. C. Lendrum 


481. Pathogenic Mechanism of Infective Phlebitis and 
the Genesis of Septicaemia. (Le mécanisme pathogénique 
des phlébites infectieuses et la génése des septicémies) 

J. Remiy and J. R. GRISLAIN. Annales de Médecine 
[Ann. Méd.} 48, 113-158, 1947. 13 figs., 24 refs. 


The authors, struck by the failure to produce phlebitis 
experimentally by the intravenous injection of organisms, 
decided to use the approach from the adventitia. From 
their own results they conclude that bacterial toxins and 
various soluble products of tissue breakdown can reach 
a vein from without, alter the endothelium, and so lead 
to thrombus formation. 

Any organisms circulating in the blood are entrapped 
in thisthrombus. Thus an intravenous dose of organisms 
which in the healthy animal would be without apparent 
effect leads to infection of the thrombus and prolifera- 
tion therein. The subsequent changes depend on the 
proteolytic activity of the organism used; if this is slight, 
further thrombosis occludes the infected portion, and 
after a brief bacteriaemia the blood remains sterile; if 
the organisms cause disintegration of the thrombus, then 
the progression is to pyaemia and fatal septicaemia. In 
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one of their experimental animals the application of 
streptococcal filtrate to the adventitia of the jugular 
vein led to a sprouting endothelial proliferation closely 
resembling the condition described by Masson (Bull, 
Soc. Anat. Paris, 1923, 6) as vegetative intravascular 
haemangio-endothelioma. The authors agree with 
Henschen (Ann. Anat. path. méd.-chir., 1932, 2) that this 
is not neoplastic but merely a banal reaction in a varicose 
vessel due to an adjoining inflammatory focus. 
A. C. Lendrum 


482. A Contribution to the Knowledge of Papilliform 
Thyroid Carcinoma. (Ein Beitrag zur Kenntnis des 
sogen. papillaren Schilddriisencarcinoms mit besonderer 
Beriicksichtigung der Lungenbefunde) 

E. DissMANN. Virchows Archiv fiir Pathologische 
Anatomie [Virchows Arch.] 324, 226-241, June 5, 1947, 
4 figs., 10 refs. 


Two unusual cases are described with an almost 
identical clinical picture: considerable enlargement of 
the cervical lymph nodes, the latter remaining freely 
movable and on the whole discrete for 12 and 15 years 
respectively; an attack of pleurisy during this period; 
no enlargement of the thyroid gland; a low erythrocyte 
sedimentation rate; absence of tubercle bacilli from the 
sputum; and no abnormal signs and symptoms of the 
chest organs than those found on x-ray examination, the 
films exhibiting numerous small, sometimes confluent, 
shadows, and enlarged hilar lymph nodes—a picture 
which in each case was at first interpreted as a disseminated 
tuberculous infection of both lungs. Lymph-node en- 
largement as well as lung changes remained stationary for 
many years. The patients’ general condition continued 
satisfactory, both working for considerable time without 
untoward effects. Histological examination of biopsies, 
taken from the cervical lymph nodes, showed the presence 
of a “ papilliform thyroid carcinoma’’. In view of the 
prolonged course of the illness, however, the author 
regards this tumour as clinically benign. 

[No photomicrographs are reproduced. The post- 
mortem findings in both cases should prove of considerable 
interest.] R. Salm 


483. Contribution to the Histopathology of Chronic 
Congestion of the Liver in Rheumatic Patients. (Con- 
tributo all’istopatologia del fegato da stasi cronica in: 
soggetti rheumatici) 

M. and F. Donapeiu. Archivo Italiano di 
Anatomia e Istologia Patologica [Arch. ital. Anat. Istol. 
pat.) 20, 119-137, 1947. 5 figs., Bibliography. 


The lesions known by the name of “ chronic congestion 
of the liver’ show a great variety according to their 
duration and intensity. Degeneration, haemorrhage, 
and even necrosis are found, and although all these 
lesions may originate from circulatory disturbances other 
factors may also play a part. The authors consider 
that rheumatic infection is an especially damaging 
factor. The picture of stasis in the liver is not limited 
to simple atrophy of the trabecules with fatty degenera- 
tion but may include disappearance of the liver 
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nchyma, especially of the centre of the lobule, and 
its replacement by connective tissue. Marked necrosis 
has also been described. Heinrichsdorf (Beitr. path. 
Anat., 1914, 58, 635) divided congestion of the liver into 
simple and degenerative forms, the degeneration affecting 
only the centre of the lobule. The microscopical picture 
is that of a marked fatty degeneration of the centre of 
the lobule with a hyperaemic halo which does not extend 
up to the periphery of the lobule and is often replaced by 
a zone of definite haemorrhagic necrosis. According to 
Heinrichsdorf evidence of some previous infective factor, 
which may have acted a long time before the stasis 
developed, is always present, and there may be cases in 
which degeneration develops without stasis. Whether 
the liver changes depend on the chronicity of the stasis 
or else on some pre-existing or superimposed cause is 
undecided. To investigate this problem the authors 
chose cases of rheumatic disease, in which stasis of the 
liver and liver damage caused by the disease may both 
occur. They selected cases of acute rheumatic fever or 
circulatory failure of rheumatic origin, and compared 
them with cases where a rheumatic origin could be 
practically excluded. They investigated altogether 19 
cases. The clinical facts were collected and anatomical 
and histological examinations carried out. Haema- 
toxylin-eosin, van Gieson, and Bielschowsky staining 
were used, with Weigert staining for fibrin if it was 
considered necessary. 

It was found that in cases of rheumatic fever all 
components of the hepatic tissues were involved. 
Degenerative necrotic areas formed a map-like pattern 
independent of stasis. The necrotic parts had well- 
defined borders, within which a pattern of karyorrhexis 
could be observed. The haemorrhages were intense and 
the destruction of the parenchyma severe. The authors 
did not find the central fatty degeneration described by 
Heinrichsdorf, but they could not exclude the possibility 
that such degeneration had preceded the necrotic haemor- 
rhagicstage. Diphtheria, acute endocarditis, pneumonia, 
streptococcal infections, peritonitis, arsphenamine, and 
toxaemia of pregnancy may produce the same histological 
picture. The authors believe that these changes are 
not the consequences of congestion, since they never 
observed in any of the non-rheumatic congestive cases 
this particular pattern of necrosis, and they believe that 
the lesions are caused by the specific rheumatic “ noxa ”’. 

E. Forrai 


484. Endothelial-cell Sarcoma of 
Thorotrast Injections 

H, E. MACMauwon, A. S. Murpny, and M. I. BATEs. 
American Journal of Pathology [Amer. J. Path.] 23, 
585-611, July, 1947. 20 figs., 12 refs. 


Twelve years after the administration of “ thorotrast ”’ 
for radiographic visualization of the liver a woman aged 
70 died suddenly from intra-abdominal haemorrhage from 
a haemorrhagic lesion of the liver, which the authors 
regard as sarcomatous. In addition, radioactive deposits 
of thorotrast were present in the liver, spleen, lymph 
nodes, bone marrow, adrenals, kidney, and blood-vessel 
walls. 


M—L 


Liver following 


While the diagnosis of sarcoma might be questioned, 
the case undoubtedly showed widespread damage due to 
irradiation and haemorrhagic lesions attributable to the 
thorotrast. R. A. Willis 


485. Mercury Granuloma of Skin. 
granulom der Haut) 

E. Virchows Archiv fiir Pathologische 
Anatomie [Virchows Arch.] 314, 287-293, June 5, 1947. 
2 figs., 14 refs. 


Following an injury to the hand sustained 7 months 
previously by a broken thermometer, a growth developed 
on the third finger of the patient’s left hand. On x-ray 
examination it was found to contain numerous small 
round opaque bodies. The tumour was removed, and 
on histological examination the epidermis exhibited 
acanthosis and parakeratosis, while the corium was 
replaced by granulation tissue containing foreign-body 
tubercles, micro-abscesses, and numerous small shiny 
metallic globules, which by mineralogical tests were 
proved to be of metallic mercury. R. Salm 


(Quecksilber- 
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486. Some Clinical Observations on the Prothrombin 
Test 

B. FisHer. American Journal of Clinical Pathology 
[Amer. J. clin. Path.| 17, 471-478, June, 1947. 1 fig., 
17 refs. 


Methods of determining and carrying out the pro- 
thrombin test are considered. The use of whole plasma 
in Quick’s one-stage method permits the best and most 
reliable results, since estimations with whole blood or 
diluted plasma introduce many sources of error which 
may mask the end-point or introduce dilution errors. 
Prothrombin levels should also be expressed as per- 
centages of prothrombin (Quick) 


(on 302 ) 
~ prothrombin time in sec.—8-7 
and not in seconds or as percentages.of prothrombin 


times determined in normal subjects. 
John F. Wilkinson 


487. Influence of Sodium Salicylate on the Erythrocyte 
Sedimentation Rate. (Influence du salicylate de sodium 
sur la sédimentation des érythrocytes) 

J. E. GALIMARD. Annales de Biologie Clinique [Ann. 
Biol. clin.] 5, 239-244, May-July, 1947. 2 figs., 4 refs. 


Samples of citrated blood from rheumatic patients were 
divided into four portions and enough sodium salicylate 
was added to each portion to give concentrations of 0, 
0:02, 0:05, and 0-1% respectively. The erythrocyte 
sedimentation rate for each sample was determined by 
Homburger’s method (Amer. J. med. Sci., 1945, 210, 
168). The added salicylate tended to increase the 
sedimentation rate for blood from patients who were 
likely to benefit from salicylate therapy, and decrease it 
for those who were not. Nevertheless, if after addition 
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of sodium salicylate the sedimentation rate invariably 
remains above normal and does not tend to fall, salicylate 
treatment is contraindicated. 

It is suggested that the therapeutic action of salicylate 
in rheumatism is not due to antagonism of the sedimenta- 
tion-rate-increasing activity of fibrinogen, since at the 
moment when the therapeutic activity of the salicylate 
was greatest an increase in the sedimentation rate was 
observed. J. E. Page 


488. Leukocyte Counts in Normal White Women before 
and after Delivery 

L. R. Cason and G. W. Puitiips. American Journal of 
Clinical Pathology [Amer. J. clin. Path.] 17, 483-487, 
June, 1947. 5 refs. 


The leucocytes were examined in 57 normal pregnant 
women between 17 and 42 years of age—28 before and 
29 after delivery. The average total leucocyte count, 
and the shift to the left in the Schilling haemogram 
(percentage of immature forms among the total neutrophil 
leucocytes), increased within 10 hours before delivery 
(from 10,275 to 13,742 per c.mm.; and from 12-6 to 
24-9%) until about 10 hours after delivery (17,960 per 
c.mm. and 29-7%), subsiding thereafter to 12,560 per 
c.mm. and 18% respectively. John F. Wilkinson 


489. Serum Protein Changes in Myelogenous and 
Lymphocytic Leukemias and Hodgkin’s Disease 

G. A. NitsHe and P. P. CoHen. Blood [Blood] 2, 363- 
370, July, 1947. 12 refs. 


The values of serum proteins are rarely mentioned in 
reports of cases of Hodgkin’s disease and myeloid 
leukaemia. Some reports have noted increase in plasma 
cells and endothelial cells in the bone marrow of such 
patients. This suggested to the authors that changes 
like those in multiple myeloma might occur in these two 
diseases. A methyl alcohol fractionation technique was 
used and serum proteins were estimated in a series of 
normal subjects as well as in patients with Hodgkin’s 
disease and myeloid and lymphatic leukaemias. The 
results showed that total proteins were usually about 
normal, but in about one-third of the patients with 
myeloid leukaemia and one-fourth of those with Hodgkin’s 
disease the serum globulin was raised and the serum 
albumin lowered. Even these changes, when compared 
with those seen in multiple myeloma, were not very 
striking. There was no correlation between serum- 
globulin changes and the red cell count, the haemoglobin 
percentage, or the count and distribution of the leucocytes ; 
bone-marrow changes were also unrelated. 

[Evidently serum-protein estimations are a waste of 
time in these diseases. ] M. C. G. Israéls 


490. Liver Function in Hepatitis 

C. J. WATSON and F. W. HoFFBAUER. Annals of Internal 
Medicine [Ann. intern. Med.] 26, 813-842, June, 1947. 
14 figs., 47 refs. 


Timely rest in the very early stages of hepatitis will 
render the illness shorter and milder than it would be if 
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the diagnosis were made only in the presence of fran, 
hepatitis with jaundice. Similarly, premature resumption 
of work and full metabolic activity before the complet 
subsidence of the malady may provoke a relapse wory 
than the primary attack. These considerations have |g 
to a full examination of the tests of liver function and, 
critical review of the value of these tests in the severg| 
stages of hepatitis. 

In the incipient or pre-icteric stage the tesis of mog 
value are those upon serum bilirubin and urine bilirubin, 
together with the Ehrlich reaction for urobilinogen jp 
urine. In the icteric stage the authors rely mostly op 
the Hanger and Maclagan tests for abnormal serum 
proteins, tests upon the serum cholesterol, and th 
Ehrlich reaction in urine. In the later stages they advig 
examination of serum bilirubin, especially of the delayed 
reacting type, the Ehrlich reaction, the Hanger and Mag. 
lagan tests, the bromsulphalein test, and examination of 
urinary urobilinogen and coproporphyrin. _ 

G. F. Walker 


491. The Significance of the van den Bergh Reaction 
C. H. Gray. Quarterly Journal of Medicine (Quart. J, 
Med.] 16, 135-142, July, 1947. 13 refs. 


The author, working at King’s College Hospital, 
London, has studied the van den Bergh reaction in 
jaundice with the aid of modern refined methods, 
including measurement of the rate of colour-formation 
by photoelectric means. He finds that the old terms 
““prompt’”’, “ biphasic’’, and delayed”’ reactions— 
are obsolete, as they depend merely on the amount of 
bilirubin present and not on the type of jaundice. The 
different appearances in these reactions are due to the 
failure of strong azobilirubin solutions to absorb light 
proportionately to their concentration—that is, they 
fail to follow Beer’s law. It is also urged that the terms 
direct’? and “indirect bilirubin be abandoned, as 
there is no proof that the two forms really exist. 

Even with these refined methods of study the author 
finds it impossible with the van den Bergh test to dis- 
tinguish with certainty between the different types of 
jaundice. For clinical purposes the determination of 
the direct-indirect quotient (D.1.Q.)= 

final amount of azobilirubin formed in the direct reaction 

final amount of azobilirubin in the indirect reaction 

by the method of Malloy and Evelyn (J. biol. Chem. 
1937, 119, 481) is the most useful procedure. Any 
D.L.Q. below 40 is diagnostic of haemolytic jaundice; 
a D.1.Q. between 40 and 50 is highly suggestive, but not 
diagnostic, of haemolytic jaundice; above 50, it usually 
indicates obstructive or hepatogenous jaundice; but 
such figures may be found in haemolytic jaundice 
complicated by liver damage. The van den Bergh 
reaction is quite incapable of differentiating obstructive 
from hepatogenous jaundice. John R. Forbes 


« 100 


492. Sodium and Potassium Determinations in Health 
and Disease 

T. P. Marinis, E. E. MurrHEAD, F. Jones, and J. M. HILL. 
Journal of Laboratory and Clinical Medicine [J. Lab. 
clin. Med.} 32, 1208-1216, Oct., 1947. 2 figs., 14 refs. 
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493. The Cultivation of Yellow Fever Virus. I. Factors 
Influencing the Multiplication of 17D Virus in Tissue 


Culture 
J.P. Fox. American Journal of Hygiene [Amer. J. Hyg.] 
4, 1-20, July, 1947. 3 figs., 55 refs. 


494, The Cultivation of Yellow Fever Virus. II. 
Observations on the Infection of Developing Chick Embryos 
J. P. Fox and H. W. LAEMMERT. American Journal of 
Hygiene {Amer. J. Hyg.] 46, 21-40, July, 1947. 2 figs., 
50 refs. 


In the first paper the author describes his basic tech- 
nique of tissue culture. It is a modification of the original 
Maitland method with minced 10-day-old chicken 
embryo suspended in human or monkey serum. Various 
modifications were introduced as the work proceeded, 
The minced embryo was sometimes used as a whole, or 
with the head and spinal column removed to eliminate 
nervous tissue. At other times brain tissue or muscle 
only was used. ‘* Clot-base ” cultures, with heparinized 
chicken plasma clotted with embryo extract, were also 
used. 
Viruses of the attenuated culture-adapted 17D strain 
or closely related substrains were the only ones used 
throughout the first series of experiments. The relative 
concentration of the virus in the tissues was about 100 
times greater than in the supernatant fluid, and virus 
concentration appeared to be directly proportional to 
tissue growth. When tissue growth was inhibited by 
increasing the proportion of serum the virus concentra- 
tion fell. The complete absence of serum was found 
to make little or no difference either to tissue growth or 
to virus concentration. Normally the first 72 hours 
witnessed the major multiplication of the virus, but, with 
the periodic renewal of the medium with clot-base and 
embryo extract, tissue growth was maintained longer 
and a higher late virus level was observed. Within 
narrow limits an increase in the amount of tissue in the 
culture resulted in an increase in the amount of virus 
produced. Neural tissue showed no activity in culture, 
but with muscle tissue great activity was seen and much 
higher titres of virus occurred than in brain cultures. 
The virus content of the inoculum had an important 
influence on the rate of growth of the virus. By progres- 
sive decrease of the amount of virus inoculated the peak 
of the multiplication curve was shifted from the second 
to the fourth day. The optimum range of temperature 
from the standpoint of maximum virus concentration 
appeared to be from 32-5° to 35° C. 

Tissue cultures may be prepared in advance; so long 
as they are stored at 5° C. they remain useful over a 
period of 11 days. 

The second paper is concerned with the cultivation of 


yellow-fever virus on the developing chick embryo from 
the point of view of employment of the developing 
embryo as an experimental animal and also for vaccine 
production. A variety of strains were used in this series 
of experiments, including the French neurotropic virus. 
In selecting chick embryos it seems to matter little 
whether they belong to Plymouth Rock, Rhode Island 
Red, or White Leghorn races. 

Several methods of membrane inoculation were em- 
ployed for comparative purposes, but most of the work 
was done with embryos 7 to 8 days old inoculated on the 
membrane by a standardized technique. At the end of 
12 hours after membrane inoculation the virus was 
detectable only in the blood and the membranes, but at 
the end of 24 hours it was found also in the brain and 
liver, and after 48 hours in all the tissues examined. 
On the fourth day the maximum concentration was in,the 
muscles and brain; by the twelfth day the virus content 
in all the tissues had fallen markedly but the brain still 
held the maximum concentration. Although virus was 
found in the blood of half the hatched chicks, antibodies 
were demonstrated some 30 days later only in those 
chicks which had shown circulating virus. The effect of 
the virus on the developing embryo depended on the age 
of the embryo at the time of inoculation. Infection of a 
7- to 9-day embryo caused an appreciable mortality.” 
After the thirteenth day of incubation infection appeared 
to have little effect on hatching. 

A detailed histological investigation of over 100 
infected embryos and membranes failed to reveal 
characteristic lesions associated with typical inclusions, 
although one embryo showed a number of sharply 
defined gastric ulcers and a type of midzonal necrosis 
resembling visceral yellow fever. Infected embryos 
generally were retarded in their development, and fre- 
quently there was generalized oedema with petechial, 
haemorrhages and mottled liver. 

As in the case of tissue culture, the multiplication of 
the virus was related to the infecting dose and tempera- 
ture. Embryos under 10 days old yielded the greater 
concentrations of virus. The minimum infecting dose 
of virus depended on the route of inoculation, strain of 
virus, and bulk and concentration of inoculum. 
Relatively large amounts of virus were required by 
allantoic or yolk-sac routes, but the concentration of the 
virus appeared to be more important than the volume 
of the inoculum. 

Prolonged embryo-to-embryo passage of the different 
strains failed to demonstrate any significant change in 
the character of the particular strain of virus. Special 
attention was paid to the passage of 17D strain, but there 
was no evidence of any increased neurotropism for either 
man or monkey. 

[These two papers record the results of an enormous 
amount of exact work, over a prolonged period, on the 
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cultivation of the virus of yellow fever. Some of the 
findings have already been made known through other 
channels to those specially interested in the subject, but 
many of the detailed experiments have not been reported 
before. The papers are important and authoritative 
and the information is packed very tightly.] 

H. J. Bensted 


495. Factors Influencing the Red Cell Agglutination- 
inhibitive Reaction in Influenza and their Application to the 
Diagnostic Test 

L. WHITMAN. Journal of Immunology [J. Immunol.) 56, 
167-177, June, 1947. 10 refs. 


Though a considerable number of modifications have 
already been made to the original red-cell agglutination 
test for influenza, the author considers that a definite 
need exists for a standard procedure simple enough to 
permit its widespread employment. The PR 8 strain of 
influenza A virus and the Lee strain of influenza B virus 
was used in all experiments. 

The author has studied the effect of cell concentration 
on virus titre; the effect of cell concentration on agglutina- 
tion-inhibitive titre; the effect of dilution on the combining 
power of virus and cells; quantitative changes in the 
end-point when human O cells are substituted for chick 
cells; and the relative values of the constant virus and 
constant serum techniques. He concluded that, for 
studying the relative amounts of influenzal antibody in 
sera, the constant virus—serum dilution technique should 
be used rather than the constant serum-virus dilution 
technique. To establish a standard antibody unit it is 
suggested that a convalescent immune ferret serum be 
used, since this contains specific antibodies in high titre 
with little non-specific crossing. 

The number of cells contained in 0-25 ml. of a 1% 
human O or chick cell suspension was found to yield 
optimal results both for titration of virus and for anti- 
bodies, and 0:25 ml. is considered a satisfactory unit 
volume for all reagents. To obtain an approximate unit 
of virus in these tests it is recommended that the virus 
be titrated in the presence of 1% cells and that the end- 
point be taken as the last tube showing a clear-cut 
partial agglutination. This dilution of virus is considered 
to represent one unit; the test virus should be used in a 
concentration four times as strong. F.O. MacCallum 


496. Enzymic Modifications of the Reaction between 
Influenza Virus and Susceptible Tissue Cells 

J. D. Stone. Nature [Nature, Lond.| 159, 780-781, 
June 7, 1947. 2 figs., 4 refs. 


This short note describes further observations on the 
enzyme associated with Vibrio cholerae, which behaves 
similarly to the haemagglutinin of the influenza group of 
viruses. The allantoic fluid was drained away from a 
chick embryo and the allantoic cavity filled with saline 
containing a Seitz filtrate of a culture of V. cholerae. 
Saline alone was used for the pre-treatment of control 
eggs. After 30 minutes the fluid in the allantoic cavity 
was replaced by saline containing swine influenza virus, 
together with 0-5% formaldehyde, which killed the 
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embryo within 2 hours. In the control embryos yiry, 
rapidly disappeared by adsorption after introducti 

but was liberated again 3 to 4 hours later. Pre-treatmen 
with enzyme prevented the initial adsorption, This 
suggests that the enzyme reacts with and destroys the 
same specific receptor substance on red cells and Suscep. 
tible tissue cells with which influenza virus also Teacts, 
Inoculation of preparations containing the enzyme into 
chick embryos 30 minutes before inoculation with swing 
influenza virus significantly reduced the Percentage of 
infections. D. G. ff. Edward 


497. Inhibition by Certain Polysaccharides of Hemag. 
glutination and of Multiplication of Influenza Virus 

R. H. GREEN and D. W. WooLLey. Journal of Experi. 
mental Medicine [J. exp. Med.) 86, 55-64, July 1, 1947, 
15 refs. 


As there is evidence that the fraction of erythrocytes 
which reacts with influenza virus is a carbohydrate, a 
number of carbohydrates, both simple and complex, 
were tested for their ability to inhibit the agglutination of 
chicken erythrocytes by the virus. Some complex 
carbohydrates were found to possess this property, and 
apple pectin also inhibited the multiplication of virus in 
developing chick embryos. Most of the carbohydrates 
capable of inhibiting virus haemagglutination had some 
power of agglutinating erythrocytes, and erythrocytes 
treated with such a carbohydrate and washed did not 
behave towards influenza virus as did untreated 
erythrocytes. Scott Thomson 


498. Studies on the Immunization of Swine against 
Infection with the Swine Influenza Virus. I. Resistance 
following Subcutaneous Administration of Formolized 
Purified Influenza Virus 

I. W. McLean, D. Bearb, and J. W. BEARD. Journal of 
Immunology [J. Immunol.] 56, 109-138, June, 1947, 
5 figs., 45 refs. 


This work was undertaken on the assumption that 
vaccination experiments in swine might provide informa- 
tion supplementing the findings in man. The ultra- 
centrifugal purification of the swine-influenza virus has 
provided an antigen of mass and characters measurable 
with relatively high accuracy by chemical and physical 
methods. The results of experiments on the antibody 
response of swine to purified swine-influenza virus vaccine 
in relation to dosage and sequence of repeated 
vaccinations have been described previously. 

In the present paper are described the results of studies 
to determine: (1) the clinical characters of experi- 
mentally induced swine influenza, suitable for detection 
of the disease and estimation of the degree of its severity; 
(2) the protection afforded to previously normal animals 
by 1, 2, or 3 doses of vaccine; and (3) the protective 
capacity of the vaccine in animals recovered from previous 
infection with the active virus. The vaccine used was 4 
formalin-inactivated purified virus. Just before use the 
vaccine was diluted with sterile Ringer solution to 4 
concentration of 0-5 mg. of the inactivated virus per ml. 
The dose used in all of the experiments was 1 ml. of the 


e2c%3 


\ 


rocytes 
lrate, a 
omplex, 
ation of 
omplex 
ty, and 
virus in 
ydrates 
d some 
rocytes 
lid not 
treated 
mson 


against 
istance 
nolized 


rnal of 
1947, 


n that 
forma- 

ultra- 
us has 
urable 
hysical 
tibody 
accine 
peated 


studies 
“xperi- 
ection 
verity; 
nimals 
fective 
eviOUS 
was a 
se the 
toa 
er mi. 
of the 


VIRUSES 


diluted material. When testing for susceptibility the 
swine were inoculated intranasally with 1 ml. of infected 
allantoic fluid containing about 500 million times the 
dose 50% infective for chick embryos. 

A characteristic disease was produced in the normal 
swine inoculated intranasally with purified virus (without 
Haemophilus influenzae suis). Amonga total of 51 
normal unvaccinated animals there were 45 cases of 
severe disease, 6 of mild or questionable disease, and 
none in which clinical evidence of disease was entirely 
absent. The “ morbidity score” of this group of swine 
_a value calculated on the basis of an arbitrary standard 
_was 94:1%. Among a total of 83 vaccinated animals 
there were only 40 cases of severe disease and 18 of mild 
or questionable disease, while 25 swine showed no 


¢linical evidence of infection. The combined “* morbidity 


score” in all experiments was 59%, and the difference 
between unvaccinated animals and those receiving 
yaccine was 37%, on the basis of the method of scoring 
used. There were no significant differences between 
the effects of 1, 2, or 3 vaccinations on the immune 
responses. In every instance exposure of the vaccinated 
animal to active virus resulted in a considerable increase 
in antibody titre, indicating probable asymptomatic 
infection with the virus. When 71 swine which had 
previously been exposed to active virus were given the 
challenge dose intranasally the morbidity score was only 
167%. There was little, if any, increase in antibody 
titre after the challenge dose. Thus, though the vaccine 
decreased the clinical manifestations of the disease in 
animals previously without contact with the virus, it 


’ could not confer complete immunity to invasion by the 


Active Virus. 

The results indicated that the subcutaneous administra- 
tion of formalin-inactivated influenza virus would not 
constitute per se a suitable means for maintaining a state 
of high resistance to infection among a population wholly 
dependent on its action. Though the general human 
adult population differs from the swine studied in the 
high resistance of the former due to frequent contacts 
with the virus under natural conditions, the results of 
work in recent years suggest that effective control of 
influenza will be obtained only by the use of an active 
attenuated virus. It was interesting to note that when 
some of the animals which had been previously exposed 
to active virus were given active virus intranasally, they 
developed clinical influenza without any increase in 
antibody titre. F. O. MacCallum 


499. Inactivation of Influenza Virus with Sulfur and 
Nitrogen Mustards 

H. M. Rose and A. GELLHORN. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. Soc. 
exp. Biol., N. Y.] 65, 83-85, May, 1947. 4 refs. 


The in vitro inactivation of the PR8 strain of influenza 


Virus by sulphur mustard, bis-(8-chloroethy!) sulphide (HS) 
and nitrogen mustards, bis- and tris-(8-chloroethyl) amine 
(HN) has been investigated. A saturated solution of HS 
was prepared by the addition of 0-1 to 50 ml. of ice-cold 
085% saline, shaken vigorously, then placed in the 
refrigerator to allow separation of the undissolved 
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residue. Final concentrations of HS used were half- 
saturated and tenth-saturated, and the concentration of 
the virus in each mixture was 5x10-*. The LD 50 of 
the virus was approximately 0-05 ml. of a 10~® dilution of — 
an infected mouse-lung suspension administered intra- 
nasally. Preparations were kept at 4° C. for three hours 
and then each inoculated into 5 mice by instilling 0-05 
ml. intranasally. Three nitrogen mustards were tested: 
ethyl (HN1) and methyl (HN2) dis-(8-chloroethyl)- 
amine hydrochloride, and tris-(8-chloroethyl)-amine 
hydrochloride (HN3). Each was dissolved in cold saline 
containing 0-05 molar NaHCO, (pH 8-0) to give a con- 
centration of 1 mg. per ml. Solutions were mixed with - 
equal volumes of virus suspension to give the same 
concentration as above and kept for two hours at 4°C., 
and 0-05 ml. of each preparation was inoculated intra- 
nasally. In each experiment animals were observed for 
ten days, after which survivors were killed and examined. 
Results showed that relatively high concentrations of 
sulphur and nitrogen mustards can, in vitro, render 
influenza virus non-infective for mice. 

Concentrations of the mustards that abolished infec- 
tivity were mixed with an equal volume of virus suspen- 
sion in the form of infected chick embryonic allantoic fluid 
and allowed to stand at 4° C. for three hours, after which 
serial doubling dilutions were made in tubes containing 
0-5 ml. saline; 0-5 ml. of a 1-5% suspension of adult 
chicken erythrocytes was then added. Appropriate 
controls were included. Observation was made at room 
temperature over a period of two hours, and results show 
that in these concentrations neither HS or HN affected 
the ability of the virus to agglutinate erythrocytes. 

Three series of mice were inoculated intranasally with 
influenza virus in dilutions of 10-1, 10-2, 10-8, and 10-4, 
5 mice in each series being inoculated with each dilution. 
Two series were treated with HN2 by the daily intra- 
peritoneal injection of 0-5 mg. per kilo beginning two days 
before inoculation in one series, and immediately after 
inoculation in the other. The third series acted as 
control. No modification of the infection was observed. 

The authors draw attention to the distinction between 
the power of the virus to produce infection and its 
ability to agglutinate erythrocytes, and suggest that loss 
of infectivity by these methods may not be accompanied 
by a comparable loss of antigenicity. The immiscibility 
of the sulphur mustard with aqueous solutions renders it 
less suitable for such studies than the nitrogen mustards, 
which in the form of their hydrochlorides are readily 
soluble. Margaret Buchanan 


500. The Transmission of the Virus of Lymphocytic 
Choriomeningitis by Trichinella spiralis 

J. T. SyverTON, O. R. McCoy, and J. KooMEN. Journal 
of Experimental Medicine [J. exp. Med.] 85, 759-769, 
June, 1947. 25 refs. 


In experiments in which guinea-pigs were infected 
concurrently with the virus of lymphocytic choriomenin- 
gitis and the parasitic nematode Trichinella spiralis, proof 
was obtained that trichinella larvae, after maturation in 
the. muscles, had acquired the virus and were capable of 
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transmitting it to new susceptible hosts. Transmission 
resulted both when living larvae were fed to normal 
guinea-pigs and when triturated dead larvae were 
injected subcutaneously. Control experiments and other 
tests made plain that transmission of the virus was not 
due to mere adherence of it to the outer surface of the 
larvae but that these actually harboured it. The 
significance of these experiments in relation to natural 
transmission of the virus of lymphocytic choriomeningitis 
remains to be determined.—[Authors’ summary.] 


BACTERIA 


501. Experimental Study of the Simultaneous Develop- 
ment of Tuberculous Infection and Typhus Infection in the 
Guinea-pig. (Recherches expérimentales sur |’évolution 
simultanée de l’infection tuberculeuse et des infections 
typhoexanthématiques chez le cobaye) 

P. and V. Reynes. Annales de I’Institut 


Pasteur [Ann. Inst. Pasteur] 73, 439-450, May, 1947. 
9 refs. 


Investigations were undertaken on four aspects of the 
problem of simultaneous infection with tuberculosis and 
typhus: (1) the behaviour of rickettsiae of epidemic, 
endemic, and scrub typhus in tuberculous guinea-pigs; 
(2) the course of tuberculous infection in similarly 
affected guinea-pigs after an artificial typhus infection; 
(3) the homologous immune reactions in guinea-pigs 
infected with the typhus rickettsiae, then inoculated with 
tubercle bacilli and re-inoculated afterwards with typhus; 
and (4) allergic reactions to tuberculin in the course of 
experimental infection with the typhus rickettsiae in the 
tuberculous guinea-pigs. 

(1) While the duration of the incubation period and 
the character of the temperature curve were identical in 
experimental and control animals, the loss of weight 
characteristic of typhus infection was greater in the latter. 
The classical Mooser sign, though absent for many years 
in animals through which the murine organism was 
passaged, reappeared in guinea-pigs infected with the 
same type of rickettsia. Contrary to expectation, the 
mortality rate in experimental animals was smaller, 
irrespective of the type of typhus, and death occurred 
later than in controls. No modifications of the rickett- 
siae used in artificial infectiom were observed, all strains 
proving equally pathogenic for healthy guinea-pigs. 
(2) The development of tuberculous infection seemed to 
have been retarded by the superimposed typhus infection, 
probably because of a non-specific stimulation of immune 
factors in general. (3) About 40, 83, and 88% of experi- 
mental guinea-pigs were found to be refractory to super- 
infection with the rickettsiae of murine, epidemic, and 
scrub typhus respectively. Additional experiments with 
guinea-pigs convalescent from epidemic typhus and 
inoculated later with B.C.G., indicated that they remained 
immune to superinfection with the same type of rickettsia 
so long as there was an abscess at the site of inoculation 
with the B.C.G.; the latter apparently remained un- 
modified by passage through the convalescent animals. 
(4) The intradermal tuberculin test often remained 


negative during the febrile stage—occasionally durj 
incubation period—of the artificial typhus infection. 
this refractoriness to the tuberculin test was sometimes 
extended to the period of convalescence, up to 3 weeks 
after the fall of temperature characteristic of the typhys 
infection. H. P. Fox 


502. Attempts to Culture the Leprosy Bacillus, (A 
propos des essais de culture du bacille de la lépre) 

R. CHAUSSINAND. Anmales de l'Institut Pasteur (An, 
Inst. Pasteur) 73, 433-438, May, 1947. 15 refs. 


A critical review of the literature on the culture of 
Mycobacterium leprae is supplemented by a brief account 
of the author’s own experiments extending over a period 
of 12 years. These comprised more than 1,000 attempts 
at obtaining pure cultures on 120 solid and liquid 
culture media with the infective material recovered from 
143 different affected subjects. Although in some cases 
colonies containing acid-fast organisms resembling 
Myco. leprae were observed, no subcultures could be 
obtained from such seedings. Only in one case was the 
evidence strong enough to justify the conclusion that the 
microbe found in the test-tubes was identical morpho. 
logically with the causal agent of leprosy, but even in this 
instance a subsequent second subculture proved unsuc- 
cessful. The publication is deplored of papers contain- 
ing so-called ‘conclusive proofs’? of a_ successful 
cultivation of Myco. leprae, based, as has been proved 
by the author jointly with Toumanoff, on insufficient 
experimental studies. Hi. P. Fox 


503. A Simple and Rapid Technique of Diphtheria 
Diagnosis by Culture. (Technique simple et rapide de 
diagnostic de la diphtérie par culture) 

R. Somer and J. Maret. Annales de I’ Institut 
Pasteur [Ann. Inst. Pasteur] 73, 586-588, June, 1947, 
2 refs. 


Swabs are placed with the suspected material directly 
in contact with the surface of Loeffler’s medium 
(consisting of 2 parts of horse serum and 1 part of broth 
to which 2% of glucose is added, the whole medium 
being properly congealed); the swabs are pressed into the 
medium to form a little depression, the top portion of the 
swab excluding the air. Examination can be started in 
4 hours, after the test-tube with the culture medium, 
seeded thus with the suspected material, has been placed 
for a few minutes in a water bath or a thermostat to bring 
it to 37°C. Scrapings—recovered with a platinum loop 
from that part of the depression in the culture medium 
in direct contact with the lower portion of the swab 
containing the suspected material—are examined on 
slides. At this stage a second seeding can be made in 
another test-tube, the scrapings from which may be 
examined in 14 to 20 hours. This simple and rapid 
method is said to have given reliable results in 66 suspect 
cases of diphtheria and 49 subjects suspected of being 
carriers, all examinations revealing in positive cases the 
presence of easily identifiable Corynebacterium diph- 
theriae in 4 to 24 hours. By way of further check the 
same material was examined according to the methods 


of Manzulo and Legros, all seedings being made in 
accordance with the classical technique. The results in 
these tests agreed with those obtained by the new method 
described above. H. P. Fox 


Factors Involved in Production of Clostridium 


welchii Alpha Toxin 


M. H. Apams, E. D. HENDEE, and A. M. PAPPENHEIMER. 
Journal of Experimental Medicine [J. exp. Med.) 85, 
701-713, June, 1947. 19 refs. 


This extensive study was undertaken to investigate the 
growth factors essential in culture media for the produc- 
tion of high-grade alpha toxin from Clostridium welchii. 
Starting with a basic medium, the authors experimented 
with various ingredients and after toxin production had 
been obtained they carried out the necessary assays. They 
demonstrated the presence of one or more essential 
factors in enzymatic digests of such proteins as casein 
and gelatin, but not in many other proteins. Further, 
it was not possible to replace this factor with any com- 
bination of many amino-acids and other growth factors 
tested. A further group of factors were found to be 
present in extracts of pancreas, gastric mucosa, and yeast; 
the evidence obtained suggested that so far as extracts 
of pancreas are concerned the toxin-stimulating factor 
was probably due to glycerylphosphorylcholine. 

The carbohydrate in the culture medium also plays a 
most important part in the production of toxin. Thus 
glycogen, starch, and water-soluble dextrin were found 
to give a toxin yield four to eight times greater than that 
obtained with the addition of glucose. 

[For those interested in this particular bacteriological 
problem it will be necessary to study the details given in 
the original article. Here it is only possible to summarize 
the general conclusions of the authors.] J. Smith 


505. A Study of the Inhibition of Streptococcal Pro- 
teinase by Sera of Normal and Immune Animals and of 
Patients Infected with Group A Hemolytic Streptococci 
E.W. Topp. Journal of Experimental Medicine [J. exp. 
Med.| 85, 591-606, June, 1947. 13 refs. 


Several workers had already demonstrated that cer- 
tain strains of haemolytic streptococci when grown in 
meat medium produce a proteolytic enzyme. This 
enzyme has been found to digest muscle, lyse monkey 
kidney, and digest the type-specific M antigens of 
haemolytic streptococci. 

The author has re-investigated the problem and has 
found that the filtrable proteinase produced by certain 
strains of Group A haemolytic streptococci requires for 
its activation reducing conditions which can be estab- 
lished by the addition of thioglycollic acid or cysteine 
hydrochloride to the medium, and that in the oxidized 
State it is inactive. Further work was.carried out to 
determine the frequency of proteinase-producing strains, 
and whether or not antibodies which would neutralize 
the proteolytic activity could be produced in the sera of 
horses by immunization, and in human sera after in- 
dividuals had suffered from either scarlet fever or rheu- 
matic fever. The full details of the technical methods 
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employed in the titration of the amount of streptococcal 
proteinase in cultures and of the antibody content of sera 
are given. 

Forty-two strains of Group A haemolytic streptococci 
were found to produce varying amounts of proteinase. 
A few strains of groups B, C, and G were also tested but 
gave negative results. In order to produce the immune 
sera in horses a Group A strain was selected which pro- 
duced a high-titre proteinase and no erythrogenic toxin. 
These sera contained 125 to 1,000 units per ml., in con- 
trast to the low titres of 10 to 30 units in non-immunized 
animals, and the evidence which the author has obtained 
indicates that the antiproteinase activity of immune sera 
is dependent on the action of specific antibody. 

The investigation of human sera showed that in normal 
individuals the content of antibody was rarely above 1 
unit per ml., in cases of scarlet fever the antibody content. 
for proteinase did not increase greatly, and in cases of 
rheumatic fever there was no correlation between the 
disease and the antiproteinase titre of the serum. 

J. Smith 


506. The Effect of Large Amounts of Nicotinic Acid and 


Nicotinamide on Bacterial Growth 
S. A. Koser and G. J. Kasar. Journal of Bacteriology {J. 
Bact.| 53, 743-753, June, 1947. 1 fig., 9 refs. 


Twelve different species of microorganisms were 
grown in a synthetic medium containing large quantities 
of nicotinic acid and nicotinamide. A concentration of 
1,000 yg. per ml. had little effect on growth, whereas, 
3,000 xg. caused definite retardation, which was complete 
at a concentration of 10,000 yg. per ml. It was found 
that the addition of a dried yeast extract to the medium 
would abolish the inhibitory effect of the added vitamin, 
perhaps by supplying other vitamins or growth factors. 
The effect produced by the yeast extract could not, 
however, be reproduced by the addition of a mixture of 
thiamine, pantothenate, pyridoxine, riboflavin, folic acid, 
p-aminobenzoic acid, histine, adenine, guanine, choline, 
inositol, and glutamine. ’ 

[The possibility that the added nicotinamide might be 
broken down or otherwise inactivated by enzymes in the 
yeast extract is not mentioned.] D. J. Bauer 


507. Agglutination and an Agglutinin-“‘ Blocking ”’ 
Property in Serums from Known Cases of Brucellosis 

J. J. Grirritus. Public Health Reports (Publ. Hith Rep., 
Wash.] 62, 865-875, June 13, 1947. 11 refs. 


The author records the demonstration of ‘* blocking ” 
or “ incomplete ” antibody, analogous to that described 
in certain Rh-negative sera, in the sera of individuals 
infected with brucella. Such sera, together with normal 
controls, were examined for agglutinins and for “* block- 
ing’ substances; the results are presented in a number 
of tables. 

In one series of experiments formolized saline suspen- 
sions of brucella were added to duplicate series of halving 
dilutions of test sera and controls. These were incubated 
at 37°C. for 1 hour, agitated for 10 minutes, and 
examined for agglutination. One drop of suitably diluted 
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agglutinating serum was added to each tube of one set. 
Both sets were re-incubated for another hour. All tubes 
were then examined after shaking. Failure of agglutina- 
tion by the known potent serum, with lower dilutions 
(up to 1 in 16 to 1 in 256) of the test sera and also 
several of the control sera (up to 1 in 32) was observed. 
This “ blocking ”’ effect was not only produced by non- 
agglutinating sera, but also by certain sera which, while 
showing a “* zone phenomenon ”’, themselves agglutinated 
the antigen in higher dilutions—that is, complete and 
“ blocking ’”’ antibody were present in the same serum, 
the latter being of lower titre but more avid. Blocking 
antibodies were not demonstrated in old stored normal 
sera. They were removed from fresh normal sera and 
completely or partially removed from some of the test 
sera by heating at 56° C. for 15 minutes. The “ block- 
ing’’ (incomplete) antigen will agglutinate if normal 
rabbit serum is substituted for saline as the diluent for 
the serum and for making the suspension of the antigen 
(0-5°% by volume of bacterial cells). The test sera under 
these conditions gave titres comparable with either the 
blocking” titres previously observed or the titre in 
saline where such was shown. Control sera were 
negative. This reaction in the presence of serum may 
account for the weak positive results often noted in the 
first tube (containing undiluted serum plus antigen) of 
a series—followed by a sequence of negative tubes—in 
both agglutination and blocking tests. 

Positive agglutination results with blocking sera were 
also obtained by the use of heavy (10 to 20°) suspensions 
of organisms in rabbit serum (or equal parts of 30% 
human or bovine albumin and saline) mixed with equal 
volumes of undiluted serum on a plate and heated 
to 50°C. (approx.) with rocking. Positive reactions 
occurred in 90 seconds. After 2 minutes false clumping 
is common but may be dispersed by the addition of saline. 

G. T. L. Archer 


508. Physiology of Botulinus Toxin 

A. C. GuyTon and M. A. MACDONALD. Archives of 
Neurology and Psychiatry [Arch. Neurol. Psychiat., 
Chicago] 57, 578-592, May, 1947. 3 figs., 13 refs. 


A careful study was made of the action of botulinus 
toxin (mostly type A) on guinea-pigs, either animals with 
a locally paralysed gastrocnemius or completely paralysed 
animals which had been kept alive by artificial means. 
Experiments showed that under the action of the toxin 
nerve conduction was not impaired, no impulse reached 
the muscle, and the poisoned muscle behaved in a way 
comparable to normal denervated muscle. In partially 
paralysed preparations there was a marked delay at the 
myoneural junction, but, as the authors point out, this 
does not prove that the toxin acts at the junction but 
merely that the junction is altered; delay might, for 
instance, be in the terminal fibrils, though this seems 
unlikely. Acetylcholine and nicotine caused contraction 
of the poisoned muscle but “* neostigmine ”’ (prostigmin) 
had little or no effect. It seems that in botulinus intoxi- 
cation acetylcholine is not produced by the end-plate, 
as it appears to be in curare poisoning; this was proved 
in the instance of the vagus as well as of the somatic 


nerves. General effects of the botulinus toxin on the 
systemically poisoned animals included a fall in blood 
pressure (theoretically it should have been a rise), which, 
however, could be prevented by “ paredrine”’ hydro. 
bromide. The toxin has no action on the heart muscle, 
and since paredrine hydrobromide has a_ powerful 
vasoconstrictor action on blood vessels but practically 
no effect on the heart, it is concluded that the toxin 
causes a peripheral vascular collapse, most likely through 
an action on the central nervous system. Antitoxin was 
effective when administered as late as 2 days after the 
injection of toxin, but it never reversed the action of 
toxin on the nerve endings. It took a year for treated 
animals to recover (as shown by a study of action 
potential), a fact which in itself tends to confirm belief 
that the poison acts on some part which cannot be 
repaired as readily as can the fibrils. Histologically, 
poisoned end-plates show swelling with considerable 
granulation of the hypolemmal axon and dissolution 
together with disappearance of the granules of Kiihne; 
these changes are well shown in an excellent photo- 
micrograph. Occasionally pyknotic end-plates were 
encountered. In the course of this study the authors 
draw attention to the extreme, and indeed unique, 
toxicity of this poison, which is known to be of protein 
nature; the calculated fatal dose of the purified toxin for 
an adult man is as little as 0-25 pg. : 
W. H. McMenemy 


509. Hemophilic Gram-positive Rods 
M. SVENDSEN, R. AMLIE, and S. D. HENRIKSEN. Journal 
of Bacteriology [J. Bact.| 53, 755-758, June, 1947. 1 fig. 


Two strains of Gram-positive bacilli are described. 
These exhibited a satellite phenomenon on blood-agar 
plates, apparently requiring a growth factor which could 
be supplied by Staphylococcus aureus or albus, Bacillus 
anthracis, B. subtilis, and a number of other organisms. 
In the case of the second strain it was shown that both 
F and V factors are required for growth. The authors 
consider that the organism should be classified as a 
Corynebacterium and propose the specific name 
haemophilum. D. J. Bauer 


510. The Action of Pasteurella pestis Bacteriophage 
on Strains of Pasteurella, Salmonella, and Shigella 

A. S. Lazarus and J. B. GUNNISON. © Journal of Bacterio- 
logy [J. Bact.] 53, 705-714, June, 1947. 15 refs. 


The authors have tested the action of a Pasteurella 
pestis phage on 27 strains of P. pseudotuberculosis; 19 
of these were lysed. The phage was also re-tested on the 
same strains after it had been adapted to P. pseudo- 
tuberculosis; it now lysed all of them, the titres being in 
many cases higher than those found before adaptation. 
The phage was unable to lyse 12 strains of P. septica, 
either before or after adaptation to P. pseudotuberculosis. 
It was also tested against 25 species of Salmonella in 42 
strains; only 3 of these were lysed, and then only with 
undiluted phage. Of 37 strains of Shigella, 4 only were 
lysed. The phage was adapted to these and then showed 
an increase in potency; it still lysed P. pestis to the same 


ti 
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titre after adaptation. Tests were also carried out with 
37 miscellaneous bacteria but no lysis was observed. 

A certain antigenic relationship could be demonstrated 
between P. pestis, Salmonella, and Shigella by means of 
agglutination tests; it could not, however, be correlated 
with the range of activity of the P. pestis phage against 
these organisms. D. J. Bauer 


511. Characteristic Morphological Changes in Bacillus 
fusiformis in the Course of Penicillin Treatment 

H. Frey. British Dental Journal [Brit. dent. J.) 82, 
135-140, April 3, 1947. 6 figs., 16 refs. 


Morphological changes, sometimes of a characteristic 
nature, may be induced by the action of drugs. Such 
changes in Bacillus (Fusiformis) fusiformis induced by 
penicillin in treatment, and differing from other pleo- 
morphic forms of this species described, are here recorded. 
Changes consist of spherical or spindle-shaped swellings 
two to four times the normal breadth of the organism, 
and generally central, though spherical swellings are not 
infrequently found laterally or subterminally. Organisms 
may also exhibit the appearance of chains of various 
sizes, and bipolar enlargements may produce a dumb- 
bell appearance. Of 224 cases of ulcerative stomatitis, 
the majority of which were treated with penicillin 
lozenges (alone or with a penicillin solution), 62 showed 
morphological changes in the fusiform bacilli present, 
and 28 were free from organisms at the time the smears 
were examined—that is, after 24 hours’ treatment. 
Morphological changes were not found in the 59 cases 
of this series treated with solution alone. In the majority 
of cases (43) these changes were evident in 24 hours, but 
in the remainder they were delayed (in 2 up to 96 hours 
from the start of treatment). In 1 case it was found 
possible to produce swollen or normal forms at will by 
intermittent administration of penicillin. It is concluded 
that the enlargements are caused by penicillin and repre- 
sent cytoplasmic damage. G. T. L. Archer 
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512. A Serological Study of Influenzal Antibodies 
S. S. KALTER, O. D. CHAPMAN, and D. A. FEELEY. 
Science [Science] 105, 499-500, May 9, 1947. 1 fig., 4 refs. 


Since it was expected from the cyclical occurrence of 
epidemics of influenza that an epidemic might occur 
during the winter of 1946-7, specimens of sera were 
examined for influenzal antibodies between September, 
1946, and February, 1947. Each week a random 
sample of 100 sera, submitted for the diagnosis of 
syphilis, were individually examined for antibodies to 
influenza A and B, and swine influenza viruses by means 
of the Hirst test at dilutions of 1 in 400, 1 in 2,000, and 
1 in 4,000. ; 

In September there was a rather high proportion of 
sera with antibodies to influenza B at the lowest dilution. 
Soon this level fell to that obtained for the other two 
viruses. About the middle of December the number of 
sera with antibodies to swine influenza began steadily to 
increase. At first this was noted only at the 1 in 400 


dilution. By the middle of January a large proportion 
of the sera also contained antibodies at the higher dilu- 
tions, while every serum was positive at the low dilution. 
There was no increase in antibodies to the other two 
viruses. These results were unexpected and could not 
be explained. There was no coincident outbreak of 
clinical epidemic influenza, although there was an 
increase in typical coryza. D. G. ff. Edward 


513. Yellow Fever Vaccine Inactivation Studies 

H. W. Burruss and M. V. HarGetr. Public Health 
Reports [Publ. Hlth Rep., Wash.| 62, 940-956, June 27, 
1947. 1 fig., 21 refs. 


This article is of much interest and of the highest 
importance. It is axiomatic to say that the development 
of immunity to yellow fever “ requires a vaccine of 
sufficient living-virus content’’. Yellow-fever virus is 
very labile, hence the importance of knowing the effect 
of prolonged storage and the conditions of storage on 
the potency of the virus. Studies to determine these 
points form the basis of this report. Forty-nine different 
batches of vaccine, all of the 17D serum-free aqueous 
base type, were studied; it has been passed through 225 
tissue cultures and 5 to 8 chick embryos. Rehydration 
of the dried vaccine was obtained with distilled water 
or with 0-85°%% sodium chloride solution, and the animais 
used were a laboratory-bred Swiss strain of white mice. 

The authors carried out seven studies in all, each 
sufficiently important to merit individual mention. The 
results may be summarized as follows: (1) The per- 
centage inactivation of vaccine dried at 38° to 40°C. 
and at 23° to 25° C. was found to be almost the same, so 
that desiccation may conveniently be allowed to proceed 
at room temperature. (2) Potency was retained even 
after storage in ordinary commercial cold-storage plant, 
at temperatures between —9° and —32°C. for 1 to 3 
years. (3) Storage for 1 and for 2 years at different 
temperatures—3° to 5°C.; —5° to —7°C.; —13° to 
—32°C., and —78° C.—was carried out. The most 
suitable temperature was the third, and the ordinary 
electric ice-cream storage cabinet or commerical cold- 
storage plant (— 20° to —25° C.) provides such conditions. 
(4) Three hours’ exposure of dried vaccine to fluorescent 
light of 100 foot-candles intensity resulted in a loss of 
21-8%, and 6 hours’ exposure to one of 26-3%; hence 
unnecessary exposure to light should be avoided. 
(5) The results of exposure to temperature ranges between 
25° and 110° C. for 7 or 8 hours were unexpected and 
noteworthy. Exposure for this length of time at 
temperatures up to 30° C. resulted in an elevation of the 
titre; at 37° C., in a gain or small loss; at 80°C., ina 
loss, but the product was still adequate for procuring 
immunization, while 8 hours at 100°C. or 7 hours at 
110°C. resulted in complete inactivation. (6) After 
2 weeks’ storage at 37° C.—that is, at tropical temperature 
—there was a decline of 90%, but even after 2 years 
virus was still detectable, though it had lost 99-9% of its 
potency. (7) The effect of keeping diluted vaccine at 
37° C. was examined. The dilutions tested were 1 in 1, 
1 in 10, 1 in 20, 1 in 50, and 1 in 100. Of four vaccines 
tested, all of the 1 in 1 dilution showed a significant 
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elevation of titre, ranging between 24 and 209% (average, 
89%) after 1 hour; after 2 hours elevations ranged 
between 20 and 223% (average, 56°%%); two of the four 
still showed an increase after 4 hours. Thereafter the 
decline was rapid, and in 24 hours the virus had been 
practically inactivated. The dilutions higher than 1 in 1 
all showed a decline within 1 hour. The elevation of 
titre in the low dilution, termed by the authors the 
** hump phenomenon ”’ and seen also in study 5, remains 
unexplained. A supplementary study was undertaken 
to determine any change in vaccine titre if it were diluted 
1 in 100 and kept for 10 minutes at 37° C.—in short, under 
probable conditions of vaccination in the tropics (see 
below). 

The Biologics Control Laboratory recommends 
vaccination with a minimum of 500 M.L.D. of virus. 
Usually 0-5 ml. of a 1 in 10 dilution is injected, or 
10,000 M.L.D. According to this, any of the four 
vaccines in this study could be satisfactorily used in a 
1 in 100 dilution. A 1 in 10 dilution is prepared and from 
that a 1 in 100, which must be used within 10 minutes; 
1 ml. of the 1 in 10 dilution is added to 9 ml. of saline, 
the 10 ml. being sufficient for vaccinating 20 persons in 
the 10 minutes. 

“Dried vaccine stored at about —20°C. or colder 
remains adequately stable for years, whereas if stored 
at about —6° C. or warmer, inactivation is considerably 
more rapid. Some desiccated vaccines can be exposed 
for weeks at tropical temperatures and remain sufficiently 
potent for dependable use.”’ But it must be remembered 
that the vaccine must have been initially of adequate 
potency, for “employment of an impotent preparation 
may result in contraction of yellow fever by a person 
who believes himself protected ”’. H. Harold Scott 


514. The Role of Antibody in Experimental Poliomyelitis. 
I. Reproducibility of Endpoint in a Mouse Neutralization 
Test with Lansing Poliomyelitis Virus 

I. M. MorGAN. American Journal of Hygiene [Amer. J. 
Hyg.) 45, 372-378, May, 1947. 2 figs., 8 refs. 


Throughout this series of neutralization tests a single 
pool of virus was used. Tests were based on titrating 
serial dilutions of immune substance in the presence of 
constant amounts of virus. The infected brain stems 
and cords were collected and made up to a 1 in 16 
suspension in sterile saline, centrifuged, and the super- 
natant stored at —70°C. This was diluted 1 in 10, and 
when mixed with an equal quantity of test serum yielded 
a dilution of 1 in 320 (10-25) of virus-infected nervous 
system, 0-03 ml. being injected intracerebrally into each 
of 8 mice. This choice of dilution of virus was based on 
titrations which showed the 50% mortality end-point to 
be close to a dilution of 10-**5. The dilution of 10-?*5 
represented approximately 10 LD 50 and gave in the pre- 
sence of normal monkey serum an infectivity rate of 92%. 
It is shown that, based on this mortality rate with groups 
of 8 mice, the observed distribution of deaths among 
these groups agrees closely with the expected distribution 
due merely to chance variation in sampling. 

The reproducibility of a given end-point is important 
in deciding what dilution factor is to be used. When 
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10-fold dilutions of virus were used, the LD 50 titre 
ranged from 10-*"! to 10~-*-*, or a difference of 1-] log: 
whereas with 3-2-fold dilutions the titre ranged only 
from 10-**° to 10-*°5, or a difference of 0-3 log. 

Repeated titrations of a suspension of an antipolio. 
myelitis tissue were carried out. Samples of frozen 
1 in 3 medulla suspension were taken on three different 
days and tests run at 10-fold dilutions. On two occasions 
four titrations were made with the same tissue—virys 
mixtures. Results showed that values for the LD 59 
of this tissue ranged from 1 in 60 to 1 in 3,000—a maximum 
of 5-fold difference between end-points of any two 
titrations with 10-fold dilutions. With immune serum 
in a similar experiment the LD 50 ranged from 1 in 4 
to 1 in 20—again a 5-fold difference. This degree of 
reproducibility both in serum and in tissue is re 
close. While the LD 50 did not vary greatly, it was 
observed in four different strains of mice that the incuba- 
tion period varied considerably. The mortality rate, 
however, in the slower strains eventually approaches that 
in the more rapid. 

Finally, over 1,000 mice were kept under conditions 
similar to those of the test mice. The death rate over a 
period of 21 days was 0-7%. A further control consisted 
in inoculating non-infectious monkey serum or tissue 
intracerebrally into some 1,600 mice. Here the mortality 
rate was 2%. Thus deaths not due to poliomyelitis do 
not constitute a serious error. These tests form the 
foundation of experimental results reported in the next 
two papers (Abstracts 515, 516). 

Margaret Buchanan 


515. The Role of Antibody in Experimental Poliomyelitis. 
If. Production of Intracerebral Immunity in Monkeys by 
Vaccination 

I. M. Moraan, H. A. Howe, and D. BoDIAN. American 
Journal of Hygiene {Amer. J. Hyg.) 45, 379-389, May, 
1947. 21 refs. 


Throughout the experiments serum-neutralizing anti- 
body levels were determined by mouse-neutralization 
tests, 0-03 ml. of mixtures of 2 10-**> dilution of 
Lansing poliomyelitis virus and 10-fold serum dilutions 
being left for 1 hour at room temperature and then 
injected intracerebrally into groups of 8 Swiss albino 
mice. In testing the inactive virus vaccines the Riley 
virus was employed, because it had been shown that 
monkey serum hyperimmune to the Riley virus neutral- 
ized the Lansing strain. This cross-neutralization, 
however, was not demonstrable in the sera studied, so 
that neutralization tests were carried out by mixing 
equal volumes of serum with 20% Riley virus monkey- 
cord suspension. After standing at room temperature for 
2 hours, 0-8 ml. of the mixture was injected intrathalamic- 
ally into 2 monkeys. The Lansing strain was used in the 
later experiments. 

Five per cent. suspensions of pooied Riley virus monkey 
cords were irradiated with ultraviolet light. The lamp 
was run at 9 amp. and 60 volts with speed of flow of 
30 ml. per minute. Samples were taken after 0-1, 0-2, 
and 0-3 second of exposure. These preparations were 
compared with a formalin-treated and an active virus 
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vaccine. A 20% suspension of the same pool of monkey 
cords was treated with formalin to give a final concentra- 
tion of 05%, left at 4° C. for 11 days and diluted 4-fold. 
The active virus was also diluted to a 5% suspension. 
Fach of the five vaccines was injected subcutaneously 
into 5 monkeys seven times in 6 weeks—a total dose of 
0:7 g. of central nervous system (C.N.S.). Serum was 
tested before, and at monthly intervals after, vaccination 
for ability to neutralize Lansing virus. Five-month 
samples were tested for anti-Riley neutralization. Only 
1 monkey produced anti-Lansing neutralizing antibody, 
and then only to a titre of 1 in 40. This animal had 
received the active virus vaccine. Only 1 produced 
anti-Riley antibody. The challenge dose was given after 
§ months to the 19 monkeys surviving vaccination, 
0-1 ml. of a 10% Riley suspension being introduced into 
each nostril. Every animal became paralysed except the 
one showing anti-Riley antibody. 

Results with inactivated virus having proved incon- 
clusive, further work on the active virus vaccine was done. 
When the active Lansing virus was given, either by the 
subcutaneous or by the intravenous route, in doses rang- 
ing from 0-2 to 2 g. C.N.S., little or no serum antibody 
developed and no resistance to intracerebral injection of 
active virus was demonstrated. When injections were 
given intramuscularly in total doses of 0-24 g., neutralizing 
antibody was regularly demonstrable but no intracerebral 
immunity. More extensive intramuscular injection pro- 
duced antibody titres of 1 in 1,000 to 1 in 8,000 and 
“solid intracerebral immunity. 

The authors draw attention to the fact that mice may 
resist an intracerebral challenge of active virus with a 
neutralizing antibody titre as low as 1 in 20, while in 
monkeys a much higher titre develops before intracerebral 
immunity is demonstrable. They suggest that, for the 
higher vertebrates, intracerebral immunity may be 
correlated with a relatively higher titre of neutralizing 
antibody. This being the case, it would be reasonable 
to expect that successful immunization of man might 
depend on the attainment of even higher antibody levels, 
though the challenge test in these experiments probably 
represents a stiffer challenge dose than man would 
naturallyencounter. So far active intracerebral immunity 
in monkeys has been produced only with active virus. 
Since the development of a vaccine suitable for immunizing 
man depends on its proved safety, similar experiments 
with large intramuscular doses of ultraviolet-irradiated 
virus would prove of great value. Margaret Buchanan 


516. The Role of Antibody in Experimental Poliomyelitis. 
III. Distribution of Antibody in and out of the Central 
Nervous System in Paralyzed Monkeys 

I. M. MorGAN. American Journal of Hygiene [Amer. J. 
Hyg.| 45, 390-400, May, 1947. 23 refs. 


~” Various sections of the central nervous system (C.N.S.) 


were dissected out of test animals, and suspensions 
prepared by triturating and adding saline in the pro- 
portion of 2-2 ml. per g. of tissue. An approximate 
250-fold concentration of white cells (buffy coat) was 
effected by centrifugation. Materials tested for anti- 
body include serum, spinal fluid, suspensions of anterior 
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horn (grey cord) and white cord, medulla, amygdala, 
visual cortex, corpus callosum, thalamus, lymph nodes, 
bone marrow, and buffy coat. The Lansing strain of 
virus was used throughout the experiments. 

At 6 weeks 4 intramuscularly vaccinated monkeys 
showed serum-antibody titres of 1 in 60 to 1 in 2,000, but 
no neutralizing antibody was demonstrable in clear 
samples of spinal fluid or in a 1 in 3 suspension of grey 
cord or visual cortex. In contrast was the pattern of 
antibody distribution in 8 monkeys killed 16 to 23 days 
after the onset of paralysis resulting from intracerebral 
injection of 10% Lansing virus monkey cord. Highest 
concentration of antibody was found in the anterior 
horn, titres ranging from 1 in 80 to 1 in 1,600 in all but 
1 animal. There was no antibody in a 1 in 3 suspension 
of visual cortex. In 4 animals no antibody was present 
in serum or spinal fluid, and in the others titres were far 
below those in the anterior horn, ranging from 1 in 2 to 
1 in 80. Individuals with higher antibody level in spinal 
cord had demonstrable serum and spinal-fluid antibody. 
Three monkeys were killed 10 to 11 days after onset of 
paralysis resulting from intracerebral injection of the 
Lansing virus. None showed antibody in a 1 in 3 
suspension of anterior horn. Thus, neutralizing anti- 
body in the C.N.S. becomes demonstrable between 11 
and 16 days after the onset of paralysis. 

A third group of 3 monkeys were killed 4 or 5 months 
after paralysing intracerebral injections of active virus. 


-Titres ranging from 1 in 600 to 1 in 2,000 were found in 


the anterior horn. An extensive search was made for 
antibody in the C.N.S., the next highest concentration 
appearing in the medulla. The fourth group consisted 


of 2 monkeys which succumbed to paralytic poliomyelitis 


in spite of vaccination. Antibody was high in the anterior 
horn as well as in the serum of one, but the distribution 
in the second was similar to that described in the group 
above. Buffy coat yielded little or no antibody. 

Group V consisted of 5 monkeys who escaped paralysis 
after intracerebral injection of a dose sufficient to paralyse 
the majority of the animals. Neither grey cord nor serum 
showed demonstrable antibodies. Two monkeys were 
shown to have antibody in 1 in 3 dilution in the left and 
right thalami. In another animal no antibody was found 
in the medulla, amygdala, visual cortex, spinal fluid, 
lymph nodes, or bone marrow. 

One normal monkey that was killed showed no 
evidence of antibody in tissues or fluids tested. 
Neutralization tests were performed with the medulla of a 
normal and of a paralysed monkey against the virus of 
Western equine encephalitis without showing any neutral- 
izing capacity. Nor did neutralization occur against 
the herpes febrilis virus, thus strengthening the evidence 
that the neutralizing sybstance is specific antibody. 

The bearing of this localization of antibody on 
immunity to reinfection is discussed, and the author 
suggests that certain human beings undergo a non- 
paralytic poliomyelitis infection which induces antibody 
formation as a result of lesions formed in the C.N.S. 
She does not suggest that this method of protection should 
be induced in man, but rather that serum-antibody 
response should be induced to a level which will prevent 
C.N:S. infection. Margaret Buchanan 
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517. Effect of Nicotinic Acid on Vaccination. [In 
English] 

J. SurANyt. Paediatria Danubiana [Paediat. danub.] 2, 
3-7, July, 1947. 4 figs., 9 refs. 


In first vaccinations the vesicle is said to be caused by 
the virus, and the areola and infiltration by the allergic 
reaction of the organism. On the assumption that 
nicotinic acid would modify the allergic reaction the 
author gave 0-1 g. by mouth once a day to every second 
infant in a series of 200 first vaccinations between the ages 
of 7 and 14 months. No undesirable side-effects were 
produced, and the duration ef the reaction was shorter in 
the treated cases. In the majority, itching and tenderness 
were either absent or insignificant, the primary vesicle 
dried in a shorter time, and there were fewer secondary 
reactions. In fact the vaccination ran a similar course to 
that seen in very young infants. J. Vernon Braithwaite 


518. The Undernourished Full Term Infant. A Case 
Report 
R. D. McBurney. Western Journal of Surgery, 


Obstetrics and Gynecology [West. J. Surg. Obstet. Gynec.] 
55, 363-370, July, 1947. 


The author questions the validity of the generally 
accepted weight standard for prematurity, which the 
California State Board of Health fixes at 5 lb. 8 oz. 
(2-48 kg.) or less, and supports his arguments by investiga- 
tion of the weights of 6,641 babies delivered in the Good 
Samaritan Hospital at Los Angeles. Of these, 69 
babies (1-04°%) delivered at term, as calculated from the 
period of amenorrhoea, weighed 5 Ib. 8 oz. (2°48 kg.) or 
less. The mother’s age did not appear to be a factor in 
producing underweight babies but parity was significant, 
since 40 of the 69 mothers were primiparae. Five of the 
patients had mild toxaemia, and the author concludes 
that toxaemia may interfere with the foetal nutrition. 
Five of these 69 babies died at delivery or in the neonatal 
period but none apparently as the result of their small 
weight, as in each case there was some obvious cause of 
death; 4 babies showed developmental abnormalities. 

The author suggests that these underweight children 
were suffering from intrauterine malnutrition, probably 
due to a small placenta, and that if this undernourish- 
ment is severe enough it may even cause death before 
delivery. If the placenta is small, any disturbance in 
the circulation, such as infarction, may reduce the organ’s 
efficiency below the foetal requirements for full develop- 
ment. Five placentae from underweight infants at term 
are described: these were somewhat small, but did not 
show an abnormal degree of infarction. 

{In Great Britain the criterion of prematurity until 
1938 was an incomplete period of gestation, but in that 
year a committee of the Royal Colleges of Physicians and 
of Obstetricians and Gynaecologists recommended a 


maximal weight standard of 54 Ib., following the example 
of most European countries; the ‘American Academy of, 
Pediatrics officially recognized the standard of 2 ,500 g, 

(just over 54 Ib.) or less in 1935. The author’s pe 
clusion that “ toxaemia” tends to cause underweight 
babies is certainly not supported by his figures: only 
7-5% of these 69 women bearing small children were even 
mildly toxaemic, and that is less than the general incidence 
of toxaemia in pregnancy, which is usually accepted as 
about 10%.] Margaret Puxon 


519. Significance of Protein Hydrolysates in Paediatrics, 
(Vyznam bilkovinnych hydrolysata v pediatrii) 
A.PaLacky. Casopis Lékatti Ceskych (Cas. lék. &es.] 86, 
838-842 and 862-868, July 11 and 18, 1947. 3 figs,, 
28 refs. 


The author discusses his experience with casein and 
meat hydrolysates given orally and by intravenous 
injection in gastro-enteritis of children. Permanent drip 
infusion was found inadvisable, since the liver should not 
be forced into unphysiological permanent protein- 
metabolic activity. There was no difference between the 
effects of casein and of meat hydrolysates, though casein 
hydrolysate was considered more valuable for replacing 
lost nitrogen. The effect of these hydrolysates is dis- 
cussed under three headings: rehydration, detoxication, 
and restitution. 

In order that the body may retain water given parenter- 
ally, the latter must be given together with protein 
(plasma-infusion) or amino-acids, from which the liver 
can build the necessary serum albumin. The latter 
method is better, since it seems easier for the liver to 
build up serum albumin than to destroy the globulin 
fraction of the plasma. The weight curve after hydro- 
lysate infusion in 1 case of cerebrospinal fever with otitis 
is presented. The author also attempts to show by 
plasma analysis before and after infusion in 4 cases that 
amino-acids are actually transformed into protein, but 
his figures are somewhat inconclusive. 

As casein contains a number of amino-acids (among 
others methionine) which are not contained in serum 
albumin, the question of unnecessarily overloading the 
liver arises. In gastro-enteritis, however, there is no fatty 
degeneration of the liver but rather a fatty infiltration, 
fats replacing the metabolized stores of glycogen and 
proteins. This is a reversible state, as proved by the 
normal liver function in children after gastro-enteritis. 
Previously the good effect of acetylcholine in these cases 
(used originally to combat the paralytic ileus arising 
sometimes in the later stages) had been noted, and had 
been attributed to the transformation of fats, through 
combination with phosphoric acid and choline, into 
water-soluble lecithin. An equally good effect, both on 
intestinal peristalsis and on the general condition, can 
be observed after use of hydrolysates. Since casein 
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contains both phosphorus and methionine (which the 
body transforms into choline), an effect similar to that 
due to acetylcholine may be responsible. In such cases 
the liver cells are undamaged, and start to function 
normally immediately after the fat has been replaced by 
protein. In contrast, a case of liver damage with jaundice 
is described in which the patient went into coma after 
casein-hydrolysate infusion. 

The detoxicating effect of the hydrolysates is attributed 


partly to their influence on acidosis, since amino-acids , 


are ideal buffer substances and it is possible to give the 
infant large amounts of alkali, and partly to their anti- 
histaminic properties. The latter might be explained 
either by the simple dilution of histamine, or by the 
suppression of acidosis (which is necessary for its forma- 
tion), or by the raised threshold to histamine after amino- 
acid infusion. However, tests on rabbits injected with 


histamine and either physiological saline, glucose, or - 


hydrolysates failed to show this detoxicating effect. 

In restitution (re-alimentation), hydrolysates have 
shown themselves distinctly superior to plasma. In 
cases treated with plasma, complete detoxication and 
partial rehydration took place, but the patients often 
died 1 to 3 weeks afterwards from marasmus. Since 
the use of hydrolysates such deaths have been extremely 
rare, and occurred almost exclusively in cases with 
parenteral infection. The reason for this lies probably 
in the diffusibility of the amino-acids and in the threonine 
content of the hydrolysates. Emulsified fat may be 
added, but this is considered superfluous. 

The results of treatment in 53 cases are tabulated: 
26 patients were cured and 15 discharged unimproved, 
while 18 died. Altogether 104 patients were given 326 
intravenous and 28 subcutaneous infusions, only 6 
receiving the hydrolysates orally. Only in 6 cases of 
intravenous infusion was there any ill effect—that is, 
vomiting towards the end of the infusion. There were 
some remarkable results in cases other than of gastro- 
enteritis, which are briefly mentioned: there was com- 
plete cure in 3 cases of erythrodermia desquamativa, 3 
cases of acrodynia, and 1 case of pylorospasm, and marked 
improvement in some cases of seborrhoeic eczema. 
These results may be partly due to the relations between 
serum proteins and vitamin B. It is again emphasized 
that in hepatitis and any case of liver damage hydro- 
lysates are contraindicated. A, Rohan 


520. Etiology of Mongolism. Epidemiologic and Terato- 
logic Implications 

T. H. INGALLS. American Journal of Diseases of Children 
[Amer. J. Dis. Child.] 74, 147-165, Aug., 1947. 5 figs., 
46 refs. 


The thesis is presented that mongolism results when a 
foetus of about 8 weeks is injured. Injury may result 
from uterine disease (generally manifested by haemor- 
rhage) or from a systemic illness such as rubella. Other 
congenital defects which are related invariably (brachy- 
cephaly and maldeveloped auricles, nose, or larynx) or 
frequently (epicanthus, cataract, septal cardiac defect, 
phalangeal defects) are also the result of injury to the 
foetus at about the eighth week, when the appropriate 


tissues are developing especially rapidly. Thus, for 
example, at the eighth week the cartilaginous skeleton of 
the foetal fingers has been completed save for the laying 
down of the middle phalanx of the fifth finger; injury to 
the foetus at this stage may therefore be surmised to be 
responsible for the frequently associated absence or 
malformation of the middle phalanx of the fifth finger 
ofthe mongol. Evidence to support this thesis is adduced 
from the literature. 

[Although the evidence brought forward is rather thin, 
the principle by which coexisting congenital defects may 
be used to indicate the time at which foetal defects have 
been initiated is a fruitful one.] D. Gairdner 


521. The Aetiology of Congenital Torticollis and 
Certain Associated Deformities with a Suggestion for 
Prophylaxis 

G. P. CHARLEWooD. Journal of Obstetrics and Gynaeco- 
logy of the British Empire [J. Obstet. Gynaec. Brit. Emp.} 
54, 499-503, Aug., 1947. 9 refs. 


Congenital torticollis has been attributed to heredity, 
congenital neural defect, intrauterine infection, uterine 
malposition during delivery, and venous infarction in the 
sternomastoid muscle. The author advances a new 
theory; he believes it to be “* due to the foetal head and 
neck entering the pelvis earlier and more deeply than 
usual before labour, where, having lost the protective 
cushion of the amniotic fluid, the parts are subfected to 
continuous pressure chiefly by the promontory of the 
sacrum”. This pressure explains the flattening of the 
opposite side of the forehead and face which often accom- 
panies the sternomastoid deformity; in addition the 
author mentions its association with congenital flattening 
of the ear on the same side and with some cases of Erb’s 
paralysis. 

In a series of 77 cases, in all of which the head had been 
deeply fixed in the brim of the pelvis for 2 to 4 weeks 
before delivery, there were different degrees of deformity 
of either ear, right or left (especially thinning and 
flattening of the helix) in 53 cases; in 24 no ear changes 
were found. In this series no mention is made of the 
incidence of torticollis, which is a less common deformity, 
but 2 other cases are described in which ear deformity 
was found on the same side with transient and slight 
torticollis. 

Reference is made to two collective studies of con- 
genital torticollis—Chandler and Altenberg’s 101 cases 
(J. Amer. med. Ass., 1944, 125, 476) and Middleton’s 
64 cases (Brit. J. Surg., 1930, 18, 188). In neither of 
these series was ear deformity observed. In Chandler’s 
cases Erb’s paralysis occurred in 3; in Middleton’s 
series it is described as “not infrequent’. A large 
number of cases of congenital torticollis are associated 
with breech deliveries; of Chandler and Altenberg’s 
101 cases, 34 were breech deliveries. These authors 
suggest that the torticollis, having been caused by an 
earlier uterine malposition, makes engagement of the 
foetal head difficult; the author postulates in these cases 
an earlier fixation of the head in the pelvic brim, a change 
in this position, and a final breech presentation and 
delivery. C. McNeil 
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522. Intra-gastric Drip Feeding in the Treatment of 
Infantile Gastroenteritis 

J. BERKELEY. Glasgow Medical Journal [Glasg. med. J.} 
28, 224-227, Aug., 1947. 1 fig., 6 refs. 


In view of the drawbacks of the normally used 
parenteral feeding technique in infants suffering from 
gastro-enteritis the author evolved the following tech- 
nique. A linen draw-sheet is firmly swathed round the 
body of the infant and pinned in place so that the arms 
are firmly pinioned to the sides and only the face is 
exposed. A fine rubber catheter (No. 5), lubricated with 
liquid paraffin, is passed into the stomach through the 
nose and fixed on the forehead with adhesive tape. To 
facilitate passage of the tube the infant is given small 
sips of water to drink. Gastric lavage is then performed 
with 1% warm sodium bicarbonate solution. When the 
returned stomach washings are clear the catheter is 
connected with a drip apparatus giving fluid at a rate of 
20 drops a minute. The child is now given a sedative 
does of chloral hydrate either by spoon or by the stomach- 
tube. Hot-water bottles are placed alongside the rubber 
tubing to keep the fluid warm. Fluids used were half- 
strength physiological saline, saline with 5% glucose, 
and casydrol with 5% glucose. 

The daily fluid needs were calculated on the basis of 
24 oz. (71 ml.) per pound (0-45 kg.) body weight, plus 
3 to 6% if dehydration was present. The drip was used 
for periods of 12 to 48 hours, after which normal feeding 
could be started. When the stomach-tube had been in 
situ for 24 hours it was re-sterilized. If vomiting occurred, 
fluid administration was stopped. If the tube became 
displaced it was reinserted. The author used this 
method on 36 infants. One vomited but settled down 
after another gastric lavage, with a slower rate of drip. 
None of the infants developed clinical signs of broncho- 
pneumonia. Post-mortem examination of 1 baby who 
had the drip for 48 hours did not reveal any injury to 
pharynx or oesophagus, or evidence of broncho- 
pneumonia. There were no obvious ill effects from the 
immobilization. The author stresses the importance of 
adhering to all details in this method. He considers it 
superior to parenteral therapy. E. Lejbowicz 


523. Acute Diarrhea in Infancy and Childhood 
F. Hurtapo and A. J. ABALLI. Southern Medical 
Journal [Sth. med. J.] 40, 577-587, July, 1947. 4 figs. 


This paper, with its useful tables and diagrams, was 
presented at the Southern Medical Association’s annual 
meeting, and an abstract of the subsequent discussion is 
appended. It is based on the authors’ experience with 
infantile diarrhoea in private and institutional practice in 
Havana, where limited bacteriological studies were made 
but two new species of Salmonella were identified. 
Nutritional deficiencies are shown to play a major part 
in increasing susceptibility now that public health and 
child welfare activities have reduced the infant mortality 
from diarrhoea in recent years. The value of various 
forms of treatment is recognized, including the use of 
Hartmann’s solution (equal parts of saline and 5% 
dextrose) and of intraperitoneal lactate-Ringer to combat 


acidosis, and of specific chemotherapy. Some patho. 


logical observations on the encephalitic manifestations — 


are described. E. T. Ruston 
524. Pneumonia in Children 

A. S. A. AsBasy. Archives of Pediatrics [Arch. Pediat.) 
64, 403-410, Aug., 1947. 1 fig. 


This paper is based on the treatment of 300 patients 
with pneumonia, “ mostly below the age of 2 years” 
206 of the cases being of the lobar type and 94 of broncho. 
pneumonia. The author compares the effect on the 
course of the disease of sulphonamides (sulphadiazine, 
sulphapyridine, or sulphathiazole) with that of penicillin; 
he states that the mortality in the sulphonamide series 
was 10-9% and in the penicillin series 5-2%. 

[There are numerous fallacies in this paper. It seems 
surprising that when most of the cases were under 2 years 
of age two-thirds were of the lobar type. The dosage of 
sulphonamides (0-1 to 0-2 g. per kilo) and of penicillin 
(2,500 to 5,000 units per kilo per day by 3- or 4-hourly 
intramuscular injection in some cases, a single dose of 
25,000 to 30,000 units per kilo in other cases, and 
12-hourly doses of 5,000 to 10,000 units per kilo in others) 
was inadequate by British standards. The penicillin 
was given by eight or nine different methods and in 
varying dosages, and the resultant groups are too small 
to permit of calculation of percentages or of conclusions 
being drawn. In the group of 8 cases of lobar pneumonia 
treated by 12-hourly injections of penicillin in oil it is 
stated that the mortality was 12-°5% (because | patient 
died), and that 25% (2 cases) were “cured”’ in 12 to 
24 hours. The criteria given for diagnosis and clinical 
recovery are inadequate.] R. S. Illingworth 


525. Further Observations on Post-tracheotomy, Medi- 
astinal Emphysema, and Pneumothorax 

G. B. Forses, G. SALMON, and J. C. HERweG. Journal 
of Pediatrics [J. Pediat.] 31, 172-194, Aug., 1947. 9 figs., 
15 refs. 


Two fatalities from mediastinal emphysema and pneu- 
mothorax after tracheotomy led the authors to review 
all tracheotomies performed at St. Louis Children’s and 
City Hospitals during a 5-year period. They consider 
that emphysema results from forced inspiration in the pre- 
sence of an inadequate airway and an open neck wound 
(the tracheotomy), and that pneumothorax follows 
rupture of the air-distended mediastinal pleura. 

In all, 120 tracheotomies were studied; mediastinal 
emphysema was present in at least 25°%% and pneumothorax 
in at least 10%. * When cases were checked radiographic- 
ally the incidence was found to be a good deal higher. 
The presence of mediastinal emphysema was diagnosed 
by one or more of the following findings: (1) surgical 
emphysema, (2) dyspnoea of variable degree, and 
(3) presence of air in the mediastinum seen in a radio- 
graph, particularly in a lateral view. In order to obviate 
these complications pre-operative bronchoscopy was 
advised to provide an adequate airway at the time of the 
tracheotomy, and it was found that this procedure 
considerably reduced the incidence of both mediastinal 
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emphysema and pneumothorax. Detailed case-histories 
are presented, and stress is laid on the importance of 
diagnosing these conditions if treatment is to be early 
and effective. In mild cases spontaneous absorption of 
air takes place, but the airway should be kept clear and, 
if necessary, Oxygen administered. If air continues to 
accumulate, pleural aspiration may be a life-saving 
measure. 

To confirm these clinical findings mediastinal 
emphysema and pneumothorax were produced under 
experimental conditions in dogs by obstructing the 
tracheal cannula until the animal was dyspnoeic. The 
course followed by the air was traced by “ lipiodol ”’ 
and trypan blue. A full description of these experiments 
is given. A. G. Watkins 


526. The Chemotherapy of Pneumococcal Meningitis in 
Children. (W sprawie chemoterapii pneumokokowego 
zapalenia opon u dzieci) 

W. Kuepackt. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.] 2, 678-679, June 2-9, 1947. 2 refs. 


The favourable results claimed by British workers 
(Cairns et al.) in the treatment of pneumococcal menin- 
gitis with penicillin and sulphonamides encouraged the 
author to try this méthod in children. His previous 
experience with sulphonamides alone had proved dis- 
appointing. This report describes 5 children treated 
with penicillin and sulphonamides, 3 with penicillin 
alone, and 1 with sulphonamides alone. Following the 
British method, penicillin was given intrathecally daily 
(10,000 to 20,000 units) and intramuscularly; sulpha- 
thiazole was administered orally and intramuscularly. 
The intraventricular route was not used. Short clinical 
notes are given of all the 9 cases. All the children 
treated with penicillin alone or sulphonamides alone failed 
torespond and died. Of 5 children treated with penicillin 
and sulphonamides together 3 recovered completely, 
1 recovered with a residual bilateral deafness due to 
internal otitis, and 1 died. Necropsy revealed thick 
deposits of pus and fibrin on the surface and base of the 
brain. The author suggests that these deposits were 
resistant to penicillin and that they contained a secondary 
focus of infection. The findings are in complete agree- 
ment with those of Cairns. Penicillin should always be 
combined with sulphonamides in the treatment of 
pneumococcal meningitis in children. The author finds, 
however, that in infants and during the first year of life 
the prognosis remains almost always unfavourable. 

J. T. Leyberg 


527. Results of Treatment of Recurring Convulsive 
Attacks of Epilepsy 

H. M. KettH. American Journal of Diseases of Children 
{Amer. J. Dis. Child.| 74, 140-146, Aug., 1947. 7 refs. 


This is a follow-up study, made in 1945 at the Mayo 
Clinic, of 300 epileptic children treated in 1940 and 1941, 
and of a second group of 311 epileptics treated from 1921 
to 1930. When from these numbers of patients were 
subtracted those with gross neurological lesions and 
those whose records were inadequate there remained 


149 and 190 in the two groups. An attempt is made to 
assess the relative therapeutic effects of phenobarbitone, 
diphenylhydantoin sodium [‘‘ epanutin”’, phenytoin], a 
ketogenic diet, and a combination of these treatments. 
The figures given show that the patient treated with a 
ketogenic diet, with or without drugs in addition, fared 
best. There was little difference between the results of 
treatment with phenobarbitone and with diphenyl- 
hydantoin, whether alone or combined. Of the second 
group of 190 epileptics treated by a ketogenic diet 35% 
remained free of fits for from 4 to 22 years; 22 of these 
patients had 29 children, none of whom had had a fit. 
[No indication is given of the original severity of the 
cases receiving the different treatments, so that the 
conclusions are to this extent open to criticism. Yet 
the obvious difficulties of arranging for a high-fat diet 
in Britain in 1947 should not prevent the trial of a keto- 
genic diet in epileptics who fail to respond to drug 
treatment, for occasional gratifying successes are to be 
obtained.] D. Gairdner 


528. Serum Precipitable Iodines in Recognition of 
Cretinism and in Control of Thyroid Medication 

E. B. Man, C. S. Curotra, D. A. SieGrriep, and C. 
Stitson. Journal of Pediatrics [J. Pediat.] 31, 154-160, 
Aug., 1947. 2 figs, 15 refs. 


This investigation was undertaken to ascertain whether 
or not the measurement of serum-precipitable iodine is 
useful in the diagnosis of cretinism and in the differential 
diagnosis between cretinism and mongolism. The 
subjects were boys and girls 6 weeks to 16 years of age, 
and the clinical diagnosis was based on the usual criteria 
for cretinism. Serum iodine was determined by the Riggs 
and Mann permanganate-acid-ashing method. Except 
for five slightly high figures for total iodine, all but 3 of 
the values for serum-precipitable iodine in 72 non-cretin 
children fell within the 4 to 8 zg. per 100 ml. range, which 
has been defined for euthyroid adults. All values in 
the 9 cretin children were subnormal. In fact, with the 
exception of one less accurate total-iodine estimation, 
all values fell below 2 wg. per 100 ml. Clinically recogniz- 
able cretinism is therefore accompanied by a distinct 
decrease in the serum-precipitable iodine. — 

The serum cholesterol of these children was also studied. 
It appears that the measurement of serum cholesterol is 
less reliable than the estimation of serum-precipitable 
iodine in the diagnosis of cretinism in children. While 
an elevated serum cholesterol is of value diagnostically, 
a figure below 250 mg. per 100 ml. does not exclude the 
possibility of cretinism. Data concerning the response 
of 6 cretin children to thyroid medication are also pre- 
sented. Clinically the outstanding fact about these 6 
children is that 1 had responded quite satisfactorily to 
the administration of desiccated thyroid and 2 had not 
responded completely. 

[As at least 25 ml. of blood is required for the measure- 
ment of serum-precipitable iodine, and as some of the 
infants thus bled had to be given a blood transfusion 
subsequently, this method of investigation cannot at 
present be considered of practicable value.] 

Jas. M. Smellie 
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529. The Clinical Use of Hyaluronidase in Hypo- 
dermoclysis 

S. Hecuter, S. K. DopKEeN, and M. H. YUuDELL. 
Journal of Pediatrics [J. Pediat.) 30, 645-656, June, 
1947. 1 fig., 15 refs. 


The so-called “ spreading factor’? found in bovine 
testes, and now considered to be hyaluronidase, has been 
used clinically to facilitate the absorption of fluid in 
hypodermoclysis. 

Preliminary experiments were made with infusions in 
guinea-pigs and rabbits, and it was found that 4 wg. of 
hyaluronidase injected into the rubber tubing increased 
the rate of flow by 4-5 times, so that 22 ml. of saline 
could be administered in 24 minutes, compared with 
about 6 hours without the enzyme. The hastening of 
absorption was more pronounced in tight tissues than in 
loose. Preliminary toxicity studies were carried out on 
12 volunteers. After injection of 2 mg. of hyaluronidase 
intradermally no general toxic effect was observed. 
Blood pressure, pulse rate, and blood count were 
unaffected. There was, however, a local effect, dull 
aching pain and erythema being present in some cases 
at the site of injection after several hours. This was 
probably due to foreign protein. Scratch tests per- 
formed on 7 subjects 2 to 10 months later gave no 
evidence of acquired hypersensitivity. 

A first clinical trial was made on an 8-day-old infant 
with congenital hydrocephalus. There were infected 
decubitus ulcers on the head. WHyaluronidase was 
injected into the right shoulder and 50 ml. of glucose- 
saline was then given through the same needle in 75 
seconds. After injection the area was soft, there was no 
seepage, and no swelling remained after 10 minutes. A 
control injection of 50 ml. of glucose-saline without 
hyaluronidase, made in the left shoulder, took 2-5 minutes ; 
the injected area was hard and tense, seepage occurred, 
and absorption was not complete for 60 to 90 minutes. 
Doses of hyaluronidase between 20 and 2,000 pg. 
dissolved in 2 ml. of saline had the same effect. The 
effect of the 20-4g. dose appeared to last for 24 hours, 
that of the 2,000-j.g. dose for 5S days. No local or general 
toxic reactions were noted and there was no adverse 
effect on the septic areas of the head. In 2 further infants 
treated similar beneficial results were obtained. 

Hyaluronidase is thus considered to be valuable in 
facilitating subcutaneous injection of large amounts of 
saline solutions required when intravenous injection is 
difficult; it appears also to aid the absorption of plasma 
given subcutaneously. C. L. Cope 


530. Acclimatization to Extreme Cold 
S. M. Horvat, A. FREEDMAN, and H. GOLDEN. Ameri- 


can Journal of Physiology {Amer. J. Physiol.) 150, 99-108, 


July, 1947. 4 figs., 16 refs. 
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531. Clinical Thermometers as a Possible Source of 
Cross-infection in Hospital 

J. B. M. GREEN and J. B. PENFOLD. Lancet [Lancet] 2, 
89-90, July 19, 1947. 2 refs. 


It is pointed out that the use of five or six thermometers 
for a ward of some 20 to 30 patients means that the 
instruments probably receive an immersion in djs. 
infectant during a matter of seconds only between 
successive readings. In order to estimate the Possibility 


Organisms Grown from Fluids used for Sterilizing 


Thermometers 
| Estimated 
Ward | Thermometer No. of developing 
Fluid Organisms Pl oA gar 
per ml. ate 


A_ | Glyc. thymol co. | 7,500,000} Strep. viridans, non- 
haemolytic _ strepto- 
coccus, micrococcus, 
Bact. coli  anaero- 
genes, Friedlander’s 
bacillus, and a vibrio- 
like organism 


B | 40,000,000} Micrococcus, Bact. 
coli anaerogenes, 
Friedlander’s bacil- 
lus, and a vibrio-like 


organism 
C | Equal parts of 45| Staph. aureus pyo- 
glyc. thymol co. genes, a capsulated 
and 1/20 phenol coliform, Bact. faeca- 


lis alkaligenes, and 
bacil- 
us 


D | Glyc. thymol. co. | 14,000,000} Staph. albus, non- 
haemolytic strepto- 
coccus, Bact. Coli 
anaerogenes, and two 
types of poorly grow- 
ing Gram-negative 
bacilli 


E | 19,000,000 | Bact. coli anaerogenes, 
a vibrio-like organ- 
ism, and a_ poorly 
growing Gram-nega- 
tive bacillus 


F 900,000 | Staph. albus, two types 
of micrococci, Bact. 
coli anaerogenes, 
Friedlander’s bacil- 
lus, vibrio-like 
organism, and a 


poorly growing 
Gram-negative bacil- 
lus 

G | 1/20 phenol 0| None 


ALLERGY 161 
that thermometers are a source of cross-infection, fluid well as old infected wounds, by subcutaneous implanta- 
from the thermometer jars from all wards in the hospital tion of preserved amnion. The authors applied the 
was collected at random. A loopful of the fluid was same method to the treatment of asthma. Of 16 cases 

jated on blood agar and various dilutions were incor- treated in this way, 13 improved greatly, 2 failed to 
rated in agar plates. The results obtained are shown improve, and in 1 the improvement was only partial. 
in the above table. Further investigation is to be reported; two clinical 
urce of It is concluded that, if temperatures are to be taken in __ histories are given in the present paper. 
the mouth, each patient should be supplied with a separate A man 50 years old has for several months been suffer- 
ncet] 2, thermometer which he keeps to himself as long as he ing from severe attacks of asthma. While in hospital he 
stays in hospital, the instrument being left in a small jar had regular nightly attacks, which did not respond to 
of antiseptic fluid at the bedside. When the patient energetic standard treatment (ephedrine, “ asthmolysin ”’, 
Meters leaves hospital the thermometer is properly sterilized, papaverine, and barbiturates). It was then decided to 
hat the before being used again, by washinginrunningcold water, implant subcutaneously in the sternal region a small 
in dis. drying, and placing in some effective antiseptic for a piece of preserved amnion. He had no attack during 
etween time long enough to allow the antiseptic to act. the next night. The following night a slight attack was 
sibility R. B. Lucas observed, but this was easily controlled by asthmolysin. 
No more attacks of asthma have been observed since, 
) and the patient was discharged after 2 months of un- 
, ALLERGY eventful convalescence. Encouraged by their results 
—— ertain Diseases the authors applied the same method of treatment to 
ambulant patients. A woman of 47 who had suffered 
-”" p. A. O’LeaRY and E. M. Farper. Journal of the for 15 years from severe asthma and failed to respond to 
American Medical Association [J. Amer. med. Ass.] 134, II other methods of treatment was subjected in the out- 
1010-1013, July 19, 1947. 5 refs. patient department to subcutaneous implantation of 
» Non- amnion. Her condition greatly improved. 
trepto- “ Benadryl’ was given to 186 patients with various [No technical details are given. The reader is referred 
sc skin diseases; it caused toxic side-effects in 58 (31%). to a paper by Hausman in the Polski Tygodnik Lekarski, 
inder’s In acute urticaria, 20 out of 35 patients were completely 1946, 1, 49.] J. T. Leyberg 
vibrio- relieved after 1 to 2 days when 50 to 100 mg. was : 
administered orally every 3 to 4 hours. In chronic 
ogenes, drug, 17 showed less pruritus and fewer lesions, an _ Cram Ordinary 
bacil- did not benefit. Of 25 cases with side-reactions, in HALL 1947 
10-like only 10 was the reaction so severe that treatment had tog jofs. 
be discontinued. In urticaria and allied dermatoses 
pyo- treatment should begin with small doses of 50 mg. three A personal inquiry into the frequency of cramp in 
sulated times daily; this should be increased until the minimum 200 normal persons showed that roughly 70% of those 
a maintenance dose has been found. No cumulative aged 50 or over had suffered from it at some time in 
’bacil- effect is obtained, and lesions reappear when the drug _ their lives. The condition varied widely in degree from 
is discontinued. If benadryl does not give relief within severe attacks to a minor nuisance. 
pear the first few days it is unlikely to do so later. This also Certain forms of cramp are associated with a dis- 
repto- applies to cases of atopic dermatitis, in which relief of | turbance of salt balance by profuse sweating, diarrhoea, 
Coli pruritus was obtained in 8 out of 25 patients when’ or the withholding of salt from the diet. In cholera, 
id two 100 mg. was taken at bedtime. It proved ineffective muscles in various parts of the body are affected at short 
oa against pruritus of other origin. Of 9 patients with intervals, and the pain is severe until relieved by the 
scleroderma and acrosclerosis, 7 were able to bend the intake ofsalt. In cases of profuse sweating, as in miner’s 
fingers and make a fist 2 weeks after treatment with cramp, the attack is single, and soon passes off when the 
i 200 to 800 mg. per day, but in only 2 was the benefit miner is carried out of the hot seam. Pain is extremely 
ae sustained. It is sometimes useful to administer 300 to severe. The complete withholding of salt experimentally 
-nega- 400 mg. per day for several weeks, after which smaller leads to painless cramps in any muscles of the body. 
doses become equally effective. E. M. Fraenkel Each of these types of cramp occurs in normal life, and 
types the question arises whether a disturbance of salt balance 
Bact. 533. The Treatment of Bronchial Asthma by Trans- °F Some other factor is involved. In the above series 
ee plantation of Foreign Tissue. (W ‘sprawie leczenia 73 Persons who had cramp took a normal amount of 
o-fike dychawicy oskrzelowej przeszczepianiem tkanki obcej) salt, whereas 5 who did not take salt had never had 
da M. FesGIN and A. HAUSMAN. Polski Tygodnik Lekarski tmp in their lives. This would tend to indicate that 
owing [Polsk. Tyg. lek.] 2, 629-630, May 27, 1947. 1 ref. the question of salt balance does not enter into most 
bacil- - cases of cramp in ordinary life, but in some instances it 
This preliminary report deals with a new method of apparently does, and in a few it certainly does. In the 
treatment of bronchial asthma. Reference is made to present series were 5 fulminant cases in which a single 
al Soviet workers—Krause and Siemionow—who claimed severe attack occurred after profuse sweating and was 
good results in treating gastric and duodenal ulcers, as | comparable to that seen in miners. 
M—M 
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In a further 3 cases described the cause of the cramp 
was a diminished intake of salt. Each of these patients 
gave a long history of repeated attacks of cramp, causing 
considerable disability. In 2 cases fhe cramps were 
painful, and in the third painless. Salt was not taken in 
1 case on account of medical advice, and in the other 
2 from distaste. The restoration of salt to the diet, 
fortified in the latter 2 cases by giving sodium bicarbonate 
tablets, because of doubt whether sufficient salt would be 
taken with the food, led to rapid and apparently 
permanent disappearance of the cramps. 

These observations show that, whatever the value of a 
salt-free diet, it is not without risk of causing cramp. 

Geoffrey Whittall 


535. The Mechanism of Thirst in Diabetes Insipidus in 
Man. (Le mécanisme de la soif dans le diabéte insipide 
humain) 

R. and S. Kouritsky. Union Médicale du 
Canada [Un. méd. Can.] 76, 804-814, July, 1947. 9 figs., 
52 refs. 


The relation between polyuria and thirst in diabetes 
insipidus has long been debated, but, largely owing to 
studies of thirst by physiologists, it has come to be 
generally accepted that polyuria is the essential feature 
of the condition. The polyuria results in dehydration 
and thirst. The discovery of the antidiuretic principle 
of the posterior pituitary and an increased knowledge of 
the lesions present in diabetes insipidus have strengthened 
this position. 

In a study of 44 cases the authors found that in 23 
thirst was the dominant clinical symptom; in 19 cases of 

sudden onset thirst probably preceded polyuria, and in 
* 3 cases such a mode of onset was certain. They cite, for 
instance, a case of abrupt onset of thirst in the middle of 
a meal followed an hour later by polyuria. Conversely, 
during puncture of a serous cyst in the hypothalamic 
region the patient has suddenly lost all sensation of 
thirst. 

The authors have submitted 16 cases of diabetes 
insipidus to a regimen of fluid restriction maintained in 
some cases for 3 days. In 14 cases a reduction in the 
polyuria, a rise in the specific gravity of the urine, and a 
fall in weight, stabilizing itself after 24 to 48 hours, 
were observed. After the experiment a permanent 
reduction in the ingestion of fluids of 40 to 50% occurred 
in 4 cases, and 2 patients were cured of their thirst after 
two or three such courses of treatment. In a minority 
of cases polyuria persists despite reduction of the fluid 
intake. The specific gravity of the urine remains low 
and dehydration ensues. There are, therefore, two 


varieties of diabetes insipidus—one in which an un- © 


regulated thirst plays the main part; the other, much less 
commonly encountered, in which polyuria predominates. 

The authors believe that the sensation of thirst has its 
origin in the buccal mucosa; it can be abolished by 
cocainization. The posterior pituitary hormone acts in 
the first place on the polyuria, its effect on thirst develop- 
ing later, but the interval is too short to permit of 
rehydration, and no water retention can be demon- 
strated in the blood until more than an hour after the 
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thirst has disappeared. In some cases a Psychical 
element is superimposed on a polydipsia due to an 
organic lesion of the diencephalon. The potomania 
may persist after the cure of the lesion, and volunta 

polydipsia may, as the result of a conditioned Teflex, 
create a habit of excessive drinking even in the absence 
of a nervous lesion. O. L. V. de Wesselow 


536. Porphyria and Porphyrinuria. Report of a Case. 
Review of Porphyrin Metabolism with a Study of Cop. 
genital Porphyria 

I. Dunsky, S. FREEMAN, and S. GIBSON. American 
Journal of Diseases of Children [Amer. J. Dis. Child] 14 
305-320, Sept., 1947. 4 figs., Bibliography. ; 


537. Some Observations on Hunger Oedema. (Spo. 
strzezenia nad obrzekiem glodowym) 

W. Brunt. Slaska Gazeta Lekarska [Slas. Gaz. lek.) 3, 
241-255, March—May, 1947. : 


During the war the author was working in a prisoner-of- 
war hospital and had an opportunity of studying many 
cases of hunger oedema among Russian prisoners on a 
daily diet supposed to contain: protein 45-8 g., fat 
21 g., and carbohydrates 362 g., amounting in all to 
1,888 calories. In practice, however, the diet was much 
poorer. The food was almost entirely lacking in vitamin 
A, and contained only a small amount of vitamins B,, B,, 
and C; it also contained a large amount of salt. 

The clinical syndrome which occurred en masse among 
the prisoners in 1942 and 1943 was characterized by an 
extensive generalized oedema with ascites and hydro- 
thorax. Other signs frequently present were: brady- 
cardia, low blood pressure, subnormal temperature, 
anaemia, hydraemia, and polyuria. In 30% of cases a 
severe form of diarrhoea occurred with considerable 
loss of blood. Examination did not reveal any micro- 
organisms and there was no evidence of an infective 
basis. The author attributes this diarrhoea to vitamin 
deficiency and oedema of the intestines. Many men 
complained of generalized pains in the legs and some had 
a mild form of polyneuritis, which was more resistant to 
treatment than the oedema. In 25% of cases pulmonary 
tuberculosis developed a rapidly fatal course. Most of 
the cases in which the oedema did not diminish after 
admission to hospital proved to be tuberculous. Men 
exposed to cold and those with a history of malaria were 
particularly prone to oedema. 

Investigations on dark-adaptation were carried out on 
67 prisoners and 12 controls among the staff, who received 
a much better diet. All the prisoners showed some 
degree of hemeralopia, but this was not related to the 
presence or degree of oedema. The erythrocyte sedi- 
mentation rate was normal or even below normal, except 
in cases where infections were present. No drugs were 
available, but most of the cases improved as soon as 
they were admitted to hospital, where the diet men- 
tioned was fully supplied. In the few men for whom 
cod-liver oil could be obtained the results were strikingly 
good. The usual method of treatment consisted in 
giving rye which was soaked and heated for 48 to 72 
hours so that it began to sprout. It was then either 
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toasted or ground and added to soup. No yeast or 
wheat was available. The author thinks that sprouting 
rye was much more effective than an extra ration of rye 
bread. He has no doubt that oedema in these cases was 
due to a diet lacking in protein and vitamin B, and 
composed mostly of carbohydrates and salt. In his 
opinion hunger oedema is not identical with beriberi, 
although these conditions are closely related. 
J. T. Leyberg 


538. Frequent Occurrence of Rickets in Dystrophic 
Infants. (Uber gehauftes Vorkommen von Rachitis bei 
dystrophischen Sauglingen) 

L. BORCHERDING. Archiv fiir Kinderheilkunde [Arch. 
Kinderheilk.| 133, 107-111, 1947. 7 refs. 


Present opinion is that dystrophic infants do not suffer 
from rickets because rickets is supposed to occur only 
in growing children. In the occasional reports of rickets 
in such infants either the disease was in its latent form and 
recognized only in histological sections or the clinical 
symptoms were mild. The author, however, saw cases 
of active rickets in a number of dystrophic infants in the 
Children’s Hospital at Liibeck during the later war years. 
The disease was never severe, but it was not severe either 
among infants without dystrophy. The diagnosis was 
made clinically, craniotabes and, in older infants, thicken- 
ing of the epiphyses being found. Some cases were 
verified by skiagrams, and in some cases sections were 
examined. 

A table of the cases of rickets occurring between 1942-5 
shows that the total number rose from 27 in 1942, 1943, 
and 1944 to 101 in 1945 and the number in which theré 
was dystrophy from 4 (15%) to 38 (38%). Cases in 
which rickets existed before dystrophy were not included 
in the latter group, nor were cases where the infant 
developed rickets when recovering from dystrophy. 
The author compares the incidence of rickets in non- 
dystrophic and dystrophic infants in the hospital, and 
finds that it is approximately the same in both groups. 
The numbers are, however, too small to be significant. 
The increase in rickets in dystrophic infants in 1945 
could not be related to the increase in the number of 
premature infants. Most of the 38 dystrophic infants 
in 1945 were the children of refugees or camp-inmates 
and only 10 came from normal households. From all 
57 dystrophic rickety infants the author selected those 
with 5 cm. or more retardation of growth, and those who 
had developed rickets of the thorax in spite of insufficient 
development of the chest (circumference diminished more 
than 1 cm.). There were 18 in the first group, and 3 in 
the second group. 

The author concludes from these observations that 
the view that malnutrition acts as a protection against 
the development of rickets through a reduction in growth 
isincorrect. Rickets is a general disease, and the disease 
process in the area of growth in the bones is only part of 
the overall picture. Therefore, where growth is abolished 
or hindered, as in dystrophic infants, the clinical symp- 
toms may be changed through absence of obvious 
signs in the epiphyses, but these infants can still suffer 
from rickets. E. Lejbowicz 


539. The Renal Threshold for Glucose. II. (Nyrens 
Terskel for Sukker. II) 

A. Brastrup. Nordisk Medicin [Nord. Med.] 34, 
1348-1349, June 13, 1947. 5 refs. 


The author’s previous work (Nord. Med., 1947, 34, 
1249 and 1299) showed that renal thresholds for sugar 
determined by tolerance tests agree with the calculated 
reabsorption of glucose determined by clearance tests 
based on the Cushny-Rehberg theory of kidney function. 
Tolerance tests give only the thresholds at which glycos- 
uria starts and finishes—the so-called ascending and 
descending thresholds—but reabsorption studies allow 
the changing threshold to be studied during the glycosuria. - 
For the technique of the tests and the calculation of 
results reference is made to the author’s papers men- 
tioned above. 

To ensure a significant glycosuria diabetic patients 
were chosen and their average thresholds were followed 
for half-hourly periods during 24 to 3 hours. In 14 of 
the 19 cases the threshold rose by 20 to 30 mg. per 100 ml. 
in the first two periods and then fell, so that after 24 hours 
it was lower than at the beginning of the experiment; 
this agrees with the findings of Bjering and Iversen 
(Acta med. scand., 1934, 82, 193). In 4 cases it remained 
steady and in 1 it fell throughout. Bjering and Iversen 
claimed that the threshold closely followed the changes 
in the blood-sugar level (and was higher if the blood 
sugar rose faster), but this the author denies, having 
found in many cases that the threshold begins to fall 
before the blood sugar has reached its maximum. 
Unfortunately, as the patients were diabetic the experi- 
ment went on for only 2 to 3 hours; since insulin affects 
the threshold, it was not possible to foliow the thresholds 
to the end of the glycosuria. 

[There is a table of results on the 19 cases, but it 
contains misprints and is not fully intelligible without 
reference to the author’s previous papers.] 

A. M. M. Wilson 


540. Detection of Hypoglycemic Reactions in the Mouse 
Assay for Insulin 

D. M. Younc and A. H. Lewis. Science [Science] 105, 
368-369, April 4, 1947. 1 fig., 5 refs. 


An apparatus is described in which mice used for the 
assay of insulin may be placed in inclined slowly-rotating 
cylinders. The foothold of the mouse is insecure, and 
if hypoglycaemia develops it falls from the “* cake-walk ” 
into a tray containing carbohydrate food. From the 
number of mice falling off in a specified interval, the 
potency of the insulin may be calculated; mouse mortal- 
ity is 1-7%, instead of the 7 to 10% mortality experienced 
in more “ conventional”’ procedures. H. Whittaker 


541: Further Studies on the Mechanism of Alloxan 
Diabetes, Pancreatectomy and Alloxan 

M. G. GoOLDNER and G. Gomori, Proceedings of the 
Society for Experimental Biology and Medicine (Proc. 
Soc. exp. Biol., N.Y.) 65, 18-21, May, 1947. 6 refs. 
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Cardiovascular Diseases 


HEART 
542. Significance of Abnormally Small QRS Deflections 
in One or More Precordial Leads © 


A. W. Lapin. American Heart Journal [Amer. Heart J.} 
33, 747-769, June, 1947. 6 figs., 38 refs. 


Of 100 electrocardiograms selected because of low 
voltage of the QRS deflections of the limb leads, 65 
showed also low voltage in one of the precordial leads 
V2to V6. The criterion for low voltage in the limb leads 
was that the QRS deflection should not extend more than 
5 mm. above or below the base line in any of the three 
leads. In the chest leads, where the mean size of the 
deflections is normally so much greater, the criterion for 
low voltage was that the total RS deflection should be 
0-9 mV or less in leads V2, V3, V4, and V5, and 0-7 mV 
or less in lead V6; lead V1 was not considered. Low 
voltage in the limb leads was frequently associated with 
low voltage in the chest leads. Low voltage seldom 
occurred in all six chest leads, and was most frequently 
met with in lead V6; where this change was found, the 
largest deflection was more frequently in lead V2 than, 
as normally, in lead V4. This finding suggests a shifting 
of the mean electrical axis towards the sagittal plane. 
As would be expected from the method of selection, the 
majority of the patients concerned had serious heart 
disease, while others had pleural or pericardial effusion 
or oedema of the lungs—that is, conditions which affect 
the electrical conductivity of tissues near the heart. 
Low voltage was also found in the electrocardiograms 
of persons who appeared perfectly healthy; perhaps in 
these cases there was a shifting of the anatomical and 
electrical axes of the heart. H. E. Holling 


543. Weight of the Red Blood Corpuscles in Heart 
Failure Determined with Labelled Erythrocytes During and 
After Decompensation 

G. Nywin and S. HEDLUND. American Heart Journal 
[Amer. Heart J.] 33, 770-795, June, 1947. 13 figs., 
Bibliography. 


Changes in the total volume of red cells were studied 
in 6 patients “ in various stages of decompensation and 
after recovery from it”. While in a state of congestive 
failure these patients had on the average a greater volume 
of red cells in proportion to their normal (oedema-free) 
body weight than had a control series quoted by the 
authors. Three of the 6, in whom congestive failure was 
associated with cardiosclerosis, aortic regurgitation, and 
mitral stenosis, showed decreases in the total red cell 
volume on clinical improvement. During congestive 
failure their red cell volumes ranged from 2,600 to 2,800 
ml., and on the average these volumes declined by one- 
fifth on clinical improvement—in 2 cases within 4 and 5 
weeks respectively. In the other 3 cases (cardiosclerosis, 


hypertension, mitral stenosis) there was very little change 
in red cell volume with clinical improvement. 

The total volume of red cells was estimated by the 
method of Hevesy with radioactive phosphorus. In this 
method whole blood, after incubation with radioactive 
phosphorus, is injected, and the P*®* content of serial 
samples of packed red cells estimated with the Geiger. 
Miiller counter. The authors present graphs showing 
the P*? content of the red cells of serial samples of the 
patients’ blood drawn over periods of some hours after 
the injection of the radioactive whole blood, and it js 
shown that patients suffering from congestive cardiac 
failure reach a mean red cell P** concentration more 
slowly and show a more gradual decline from this level 
than normal individuals. 

[It has been known for some time that many patients 
suffering from congestive cardiac failure have increased 
plasma and red cell volumes. The factors responsible 
for the loss of red.cells on clinical improvement in 3 of 
these patients are not analysed.]} E. B. G. Reeve 


544. Comparative Study of the Intracavity Potential in 
Man and in Dog 

D. S. PALLARES, M. VIZCAINO, J. SOBERON, and E. 
CABRERA. American Heart Journal [Amer. Heart J.) 33, 
819-848, June, 1947. 35 figs., 10 refs. 


Records are given of the intracavity potential in man 
and in the dog. Electrodes were introduced into 
anaesthetized dogs’ hearts through either the auricular 
appendix or the femoral vein. The human subjects 
received a dose of barbiturate, and the electrodes were 
introduced through the right, and occasionally the left, 
jugular vein. Right and left ventricular hypertrophy 
and bundle-branch block were particularly studied. 

H. E. Holling 


545. Auricular Electrogram in Parasternal Leads 

N. W. Brown and G. M. EL.is. American Journal of 
Medicine [Amer. J. Med.| 2, 568-578, June, 1947. 5 figs., 
18 refs. 


Electrocardiographic information regarding the posi- 
tion and size of the auricles has in the past been largely 
limited to studies of the standard limb leads. Recently 
it has been found that intrinsic deflections, character- 
istic of direct leads from the auricular surface, can be 
obtained from “ semi-direct’’ leads taken from the 
parasternal interspaces. The information so obtained 
can be satisfactorily correlated with clinical and radio- 


logical findings, and the authors give clinical, radio- 


logical, and cardiographic details of 5 cases in support 
of thiscontention. In addition to finding a close relation- 
ship between the degree of hypertrophy and dilatation of 
the right auricle and the size of the P wave, they found 
that variations in form of the P wave yielded information 
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as to the location and extent of the anterior wall of the 
right auricle. They found that with parasternal unipolar 
jeads the auricular wave assumes a diphasic (+ —) 

ttern whenever the exploring electrode is directly over 
and in close proximity to the anterior wall of the right 
auricle, and that the greater the distance from the sino- 
auricular node to that portion of the auricle directly 
beneath the electrode the greater is the duration of the 
pre-intrinsic component and the higher the upward 
deflection of the diphasic wave. Also, for clinical 
purposes, and in so far as the auricular complex is 
concerned, parasternal leads paired with the left arm 
may be used in place of unipolar leads. 

For detailed results their case records should be con- 
sulted, but of particular interest is Case V, a patient 
aged 26 who was suffering from a congenital heart 
lesion of the Fallot type; before operation semi-direct 
electrocardiograms indicated enlargement of the right 
auricle and displacement of it by the hypertrophied right 
ventricle, but after anastomosis between the right com- 
mon carotid and right pulmonary artery they failed to 
show the characteristic diphasic waves which had been 
previously observed. This was taken to indicate a 
diminished strain on the right auricle and a reduction 
in its size. The reduction in size was confirmed 
radiologically. S. Oram 


546. Circulatory Adaptations in Ayerza’s Syndrome— 
Black Cardiacs 

A. C. Taquini, J. C. Fascioto, J. R. E. SuAREz, and: 
H. CuHiopt. American ‘Heart Journal [Amer. Heart J.] 
34, 50-64, July, 1947. 9 figs., 33 refs. 


Various observations were made on 16 patients suffer- 
ing from pulmonary fibrosis and emphysema with cyanosis 
and chronic cor pulmonale. Eight of the patients had 
cardiac decompensation. The cardinal disability of 
these patients appeared to be the inadequacy of lung 
ventilation, as was shown by measurements of the lung 
volume and its subdivisions and by estimations of serial 
samples of alveolar air. Diminished aeration of the 
arterial blood resulted from the diminished ventilation 
of the lungs. This anoxaemia is considered to be funda- 
mental in stimulating an increase in the red cell mass. 
Though the oxygen tension of the arterial blood was 
reduced, the quantity of oxygen in it was within normal 
limits because of the polycythaemia. The increase in 
blood volume is distributed throughout the vascular bed, 
and in spite of an increased blood viscosity and slowed 
circulation time the cardiac output, arterio-venous 
oxygen difference, and blood pressure remain normal. 

H. E. Holling 


547. Electrocardiograms with Large, Upright T Waves: 


and Long Q-T Intervals 

E. Byer, R. ASHMAN, and L. A. TotH. American Heart 
Journal [Amer. Heart J.] 33, 796-806, June, 1947. 6 figs., 
13 refs. 


Large upright T waves with prolongation of the Q-T 
interval were observed in the electrocardiogram of patients 
with severe hypertension. Similar changes were seen in 


the electrocardiograms of dogs subjected to cooling of 
the left ventricle. This was done by injecting through a 
catheter 50 ml. of Ringer’s solution at about 2° C. into 
the ventricle through the left common carotid artery; 
reverse electrocardiographic changes. were seen when 
water at. 65°C. was injected. In order to keep the 
Ringer’s solution in the heart, the heart’s action was 
arrested for about 3 seconds by stimulation of the vagus; 
control observations showed that this alone did not cause 
such changes in the T waves. These two apparently 
unrelated findings are connected by the authors, who say 
that, since cooling of a muscle slows repolarization, 
cooling of the endocardium should have the same effect 
as preponderant ischaemia of the endocardial muscle 
layer. Therefore they suggest that the human electro- 
cardiographic changes may have been due to ischaemia 
of the endocardial layer of the myocardium. 
H. E. Holling 


548. The Syndrome of Rupture of Aortic Root or Sinus 
of Valsalva Aneurism into the Right Atrium 

G. R. HERRMAN and N. D. SCHOFIELD. American Heart 
Journal [Amer. Heart J.] 34, 87-99, July, 1947. 6 figs., 
21 refs. 


Two cases of fistulous connexion between the aorta and 
the right atrium are described. In 1 case syphilis of the 
root of the aorta was the cause, in the other a dissecting 
aneurysm. The main features of the resulting syndrome 
are: (1) Tightness and fulness in the chest. (2) Pulsatile 
enlargement of the liver, of rapid onset. (3) To-and-fro 
thrill and machinery murmur over the midsternum, 
transmitted to the liver. (4) Enlargement of the right 
cardiac border. (5) Paroxysms of atrial tachycardia 
and fibrillation, with right axis deviation of the electro- 
cardiogram. (6) Peripheral arterial signs of an arterio- 
venous fistula. H. E. Holling 


549. Direct Intracardiac Angiocardiography—lIts Diag- 
nostic Value 

I. CHAvez, N. Dorpecker, and A. CELIs. American 
Heart Journal (Amer. Heart J.] 33, 560-593, May, 1947. 
39 figs., 14 refs. 


The author’s method consists in the introduction of a 
No. 12 or No. 14 rubber catheter direct into the right 
atrium (or right ventricle if desired) through the exposed 
external jugular vein, and the injection of 50-ml. (in very 
large hearts up to 90 ml.) of 70% solution of “* diodrast ”’ 
in three-quarters to 1 second. Full technical details are 
contained in Celis’s paper, which is in the press. The 
advantage of the jugular over the antecubital route is that 
the former permits passage of a catheter large enough to 
ensure by rapid injection adequate opacification of the 
heart chambers. 

The U shape of the right chambers is confirmed, but 
the pulmonary artery is not so near the left border as has 
been thought. A film made in systole shows the aorta 
completely filled, but the left ventricle is not visualized 
unless there is some pathological circumstance which 
causes part of the diodrast to be retained. Plates of the 
aorta allow an otherwise unobtainable diagnosis to be 
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made; for example, in an aneurysm of the left sinus of 
Valsalva, and in one of the thoracic aorta. From angio- 
cardiography aid is obtained in diagnosing patent ductus 
arteriosus. The duct itself is too short to be visualized. 
At the end of injection the right cavities are seen to be 
normal and full, with an accentuated prominence of the 
main trunk, and the left branch of the pulmonary artery. 
Two seconds later these vessels are still full and the left 
auricle begins to appear. Two seconds later still the left 
auricle is clear and the left ventricle is beginning to fill. 
The opacity of the pulmonary artery then increases 
instead of diminishes, and in the next film, taken 6 seconds 
after the injection, the left ventricle and the aorta are 
totally opaque. This delayed back-flow filling of the 
pulmonary artery at the time that the aorta fills is a 
decisive sign of a fistulous connexion between the two 
vessels. The diagnostic importance of the method in 
other congenital abnormalities is well shown. 

[The article is very fully and convincingly illustrated, 
and each angiocardiogram is clarified for the reader by 
a reduction alongside in diagrammatic form. As to the 
safety of the procedure, no statistics are given of the 
number of patients examined or of the number of 
injections made. The solitary fatality (from pulmonary 
embolism) occurred in a patient with advanced rheu- 
matic disease, a mitral lesion, and auricular fibrillation. 
Post-mortem examination could not be made.] 

Donald Hall 


550. Juvenile Electocardiogram 
D. Litt™MANN. American Journal of Medicine [Amer. J. 
Med.) 3, 626-633, Nov., 1947. 3 figs., 11 refs. 


551. Effects of Intravenous Injection of Nicotine on the 
Circulation in Normal Patients and in Patients with 
Cardiovascular Disease 

M. N. Boy Le, R. WEéGriA, R. T. CATHCART, J. L. NICKER- 
SON, and R. L. Levy. American Heart Journal [Amer. 
Heart J.] 34, 65-79, July, 1947. 7 figs., 19 refs. 


The estimated amount of nicotine absorbed on in- 
haling the smoke of a cigarette five times in 1 minute, in 
the form of nicotine bitartrate 2 mg., was injected intra- 
venously into 46 subjects, of whom 18 were normal, 24 
had coronary heart disease, and 4 had peripheral vascular 
disease. The average heart rate rose by 16 beats per 
minute, the systolic and diastolic blood pressures by 13 
and 9 mm. Hg respectively, and the cardiac output, 
estimated by a ballistocardiogram in 18 subjects, by 1-3 
litres per minute. There were marked individual 
differences in sensitivity in all groups, but there was no 
significant difference between the average changes in 
normal subjects, patients with coronary disease, or those 
with peripheral vascular disease, or in smokers and non- 
smokers. No consistent variations in the level of blood 
sugar were observed. 

Slight electrocardiographic changes were observed in 
some members of all groups, but in 4 patients with 
coronary disease there was either complete or partial 
reversal in direction of T1, T2, or T4F, or deviation of the 
RS-T segment in one or more leads, of 1 mm. or more. 
In 2 patients these changes were accompanied by anginal 


pain. Increase in cardiac work due to an increased heart 
rate and blood pressure could have accounted for the 
changes in 3 of these patients, but in the other the increases 
in the heart rate and blood pressure were considered too 
small to account for the well-defined electrocardiographic 
changes. It is therefore inferred that nicotine may induce 
coronary insufficiency either by constricting the arteries 
or by increasing the work of the heart, though both 
mechanisms are probably concerned. B. McArdle 


552. Observations on Changes in Ventricular Com. 
plexes Produced by Bundle Branch Block, with Special 
Reference to the Hypothesis of Electrical Axis and the 
Concept of Dextrocardiogram and Levicardiogram 

C. C. WOLFERTH and M. M. Livezey. American Heart 
Journal [Amer. Heart J.] 34, 1-19, July, 1947. 9 figs, 
12 refs. 


Five cases of transient right bundle-branch block 
showed little change in the main deflections of the QRS 
complexes in the limb leads. With the exploring 
electrode over the right side of the praecordium precordial 
leads showed marked changes; but when the electrode 
was shifted over to the left side little change was shown, 
except for the broad terminal deflection of the QRS 
complex. Left bundle-branch block, on the other hand, 
produced marked changes in those leads relatively 
unaffected by right bundle-branch block. 

Provided that the right ventricle is not enlarged and 
that the current views of the mechanism of right bundle- 
branch block are sound, these findings suggest that the 
left ventricle is chiefly responsible for the main deflections 
of the limb leads and the precordial leads over the left 
side of the praecordium. The right ventricle appears to 
be chiefly responsible for the deflections obtained when 
the precordial lead is over the right side of the heart. 
These findings are not in accord with the concept of an 
electrical axis of the heart. H. E. Holling 


553. Two Coexistent Strains of Viridans Strepto- 
coccus Isolated from Blood Cultures by Penicillin Sensitivity 
Tests 

H. MACLEAN and K. M. Howett. American Journal of 
the Medical Sciences [Amer. J. med. Sci.] 214, 53-55, 
July, 1947. 5 refs. 


Two successive blood cultures from a case of subacute 
bacterial endocarditis were subcultured thinly on blood- 
agar plates, and the growths tested for penicillin sensitivity 
by the filter-paper disk method. While a good growth 
was obtained outside the range of penicillin activity, a 
few isolated colonies grew within the cleared zones. 


_ Subculture from the main growth was found to be 


inhibited by 0-03 units of penicillin per ml., required 
10% carbon dioxide for optimal growth in 24 hours, and 
produced a flat, dark forest-green growth composed of 
very small, discrete, smooth, moist, pyramidal colonies, 
dark in colour, surrounded by fairly extensive deep-green 
discoloration with partial destruction of the erythro- 
cytes. Dextrose, lactose, maltose, mannite, salicin, 
inulin, and sucrose were not fermented in a week. 
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Subculture from the isolated colonies revealed 
5 units per ml. as a maximum inhibitory concentration of 

nicillin; a good growth occurred in air in 24 hours, 
and the colonies were larger than those of the other 
strain, smoothly rounded, glistening, paler yellow- 
green, tending to merge together, surrounded by a 
moderate area of discoloration, and without visible 
destruction of the erythrocytes. Dextrose, lactose, 
maltose, mannite, salicin, and sucrose were fermented in 
24 hours, but inulin was not fermented in a week. The 
characteristics of both strains remained constant for 
3 months [conditions of storage and frequency of sub- 
culture are not stated], when the sensitive strain was lost 
at subculture. Lancefield typing sera were not available, 
but in view of the above characteristics the authors 
believe that the two strains were distinct. . 

[It does not, of course, follow that the patient was 


infected by two strains, as this dissociation might have 


occurred in the body.] G.I. C. Ingram 


554. Physiological Studies in Congenital Heart Disease. 
Ill. Results Obtained in Five Cases of Eisenmenger’s 
Complex 
R. J. Binc, L. D. VANDAM, and F. D. Gray. Bulletin of 
the Johns Hopkins Hospital {Bull. Johns Hopk. Hosp.] 80, 
323-347, June, 1947. 3 figs., 12 refs. 


Physiological methods have been used to study the 
circulation in the heart and great vessels in 5 cases of 
what is usually called Eisenmenger’s complex. In this 
condition there are a high ventricular septal defect, an 
aorta which overrides both ventricles, and a dilated 
pulmonary artery. Clinically these cases can be dis- 
tinguished from those of Fallot’s tetralogy because the 
cyanosis and clubbed fingers develop iater in life, though 
breathlessness on exertion is present from childhood. 
The patient also suffers many haemoptyses, and a loud 
systolic murmur is audible over the base of the heart 
close to the left of the sternum. Radioscopy shows a 
prominent pulmonary conus, marked vascular root 


' shadows, and expansile pulsations in the lung fields. 


Such cases are not at present amenable to surgical 
treatment. 

In 4 or 5 such cases exercise was accompanied by a rise 
in the ratio of oxygen consumed per litre of ventilation, 
whereas in patients with the tetralogy of Fallot the ratio 
usually declines. The preponderant shunt of blood was 
from the left to the right ventricle in 3 cases and from 
right to left in 2, though in all there was interventricular 
mixing of blood. The authors believe that there is an 
increased resistance in the pulmonary bed in these cases, 
because there was no marked tendency for the blood to 
flow from left to right and because the pulmonary arterial 
pressure was increased. The calculated work of the 
right ventricle was 30 to 50% of that of the whole heart, 
whereas it is usually 15% and the ratio velocity 
energy/total work, when calculated for the right ventricle, 
was only one-tenth of the normal. It is pointed out that 
in some cases of septal defects in infants generalized 
narrowing of the pulmonary arterioles due to thickening 
of the media and intima has been found, and similar 
changes have been described in 2 cases of large inter- 


auricular septal defect. These post-mortem findings 
appear to tally with the ante-mortem finding of increased 
pulmonary vascular resistance. 

[For details of the methods and procedure by which 
these advances in knowledge of the circulation has been 
made the original papers must be consulted.] 

H. E. Holling 


555. The Sedimentation Rate in Myocardial Infarction 
A. KoeniG and E. W. YouNG. Pennsylvania Medical 
Journal [Penn. med. J.| 50, 1060-1064, July, 1947. 2 
figs., 16 refs. 


The erythrocyte sedimentation rate was determined in 
21 cases of myocardial infarction. Cutler tubes and 
potassium oxalate were used and readings were taken 
every 5 minutes for 1 hour. Six cases are reported in 
some detail. Acceleration of sedimentation, probably 
starts within the first few hours after the thrombosis has 
occurred, but a series of daily curves may be necessary 
to demonstrate the presence of what is called an acute 
catabolic process, the presence and degree of which may 
have no relation to the patient’s general condition and 
severity of symptoms. The sedimentation rate is usually 
at its maximum 4 to 5 days after the onset of the attack, 
and at that period the beginning of sedimentation is also 
at its earliest—that is, in the second or even first 5- 
minute period; a later beginning of sedimentation (in 
the third or fourth 5-minute period) is found in the 
preliminary acute stage or when recovery has begun. 
Occasionally a raised sedimentation rate may persist 
for up to 6 months. A. Schott 


556. Treatment of Coronary Artery Disease. Dicumarol 
Therapy 

O. P. J. FAK. Journal of the. American Medical Associa- 
tion [J. Amer. med. Ass.] 134, 491-496, June 7, 1947. 
16 refs. 


Three manifestations of coronary.artery disease are 
recognized: angina of effort, acute coronary insufficiency, 
and coronary occlusion. Contributory factors in the 
anginal syndrome are obesity, hypertension, diabetes, 
anaemia, paroxysmal tachycardia, hyperthyroidism, and 
sustained emotional tension. In their adjustment, 
attempts to reduce cardiac demand are of greater value 
than measures for increasing coronary flow. Re- 
education in the way of living quietly is important; 
smoking should also be curtailed because of the vaso- 
constrictor action of nicotine and the relative anoxaemia 
produced by the increased carbon monoxide level. As 
coronary dilators, alcohol, papaverine (gr. 2 to 4: 
0-13 to 0-26 g. by mouth three or four times a day) 
especially in angina decubitus, nicotinic acid, and trini- 
trin all have their place in treatment. Xanthine deriva- 
tives are probably valueless unless congestive failure is 
present, because they increase the work of the heart 
proportionately more than they enhance the coronary 
flow. Androgens are useless. Thyroid extract produces 
a generalized vasodilatation, decreases the work of the 
heart although its output is raised, and lowers the blood 
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cholesterol; therefore its use in small doses seems 
desirable. [The beneficial effect in severe angina of total 
thyroidectomy and therapeutic myxoedema does not 
support this view.] Mild sedation, with the warning 
that elderly patients with cerebral vascular changes may 
develop intolerance to prolonged barbiturate therapy, 
and the use of an abdominal belt to raise the diaphragm 
of patients with obesity and protruding bellies, are further 
measures advocated. [Radioscopy of obese subjects 
usually reveals a high diaphragm with transversely lying 
heart. It is difficult to see how an abdominal support 
will improve their cardiac function.] Acute coronary 
insufficiency may result from cardiac overload beyond 
the capacity of the narrowed coronaries or from haemor- 
rhage, shock, or dehydration. It is best treated by 
papaverine gr. 1 to 2 (65 to 130 mg.) intravenously, 
followed, if necessary, by morphine intravenously, 
oxygen, and theophylline-ethylenediamine if signs of 
failure develop. 

The treatment of infarction consists in relieving pain, 
treating shock, and preventing extension of the infarct 
by the use of dicoumarol, which decreases further 
tendency to thrombosis. There is some danger that 
inactivation, heavy sedation, reduction of fluid intake, 
and dehydration from sweating or vomiting may all 
encourage further thrombosis by reducing blood volume 
and fluidity. There is good evidence that dicoumarol 
reduces mortality by combating the tendency to pro- 
pagation of the thrombus, reducing phlebothrombosis 
and intramural thrombus formation and the incidence 
of subsequent pulmonary and systemic embolism. 
Contraindications to its use are advanced hepatic disease, 
haemorrhagic blood disease, renal insufficiency, and 
recent gastro-intestinal haemorrhage or a history of 
peptic ulcer. It is noted that dicoumarol renders the 
erythrocyte sedimentation rate unreliable. Its use is 
reserved for hospital patients and involves daily labora- 
tory estimations of prothrombin levels for 6 weeks. 
The dosage is from 50 to 300 mg. daily by mouth, and 
should be carefully regulated to maintain a blood pro- 
thrombin level of 35 to 50%. At 15% red blood cells 
may appear in the urine and petechiae on the skin, but 
this can be controlled by 60 to 72 mg. of synthetic vitamin 
K intravenously. Alarming haemorrhage is rare but 
responds to transfusion of freshly citrated blood. Since 
pulmonary embolus is the cause of 10% of deaths—an 
apparent second attack of coronary thrombosis within a 
few weeks being usually due to pulmonary embolism, 
especially from the leg veins—dicoumarol therapy should 
be supplemented by knee-flexing and deep-breathing 
exercises 8 to 10 times daily. 

In the treatment of coronary occlusion the prevention 
of vasoconstrictive reflexes by intravenous papaverine 
justifies its use in all cases of severe or sustained coronary 
pain and atropine gr. +s (0-87 mg.) helps to prevent 
reflex vagus vasoconstriction. Quinidine, gr. 3 (0-18 g.), 
three times a day for extrasystoles is a more effective 
prophylactic than cure. Rest in bed in acute coronary 
insufficiency is limited to 7 to 10 days, provided the 
clinical and electrocardiographic features, and erythrocyte 
sedimentation rate exclude infarction; in moderate 
infarction rest is continued for three weeks, but in 


severer cases for a minimum of 4 to 6 weeks. Meals 
should be small, eaten slowly, and unaccompanied: 
fluids. J. L. Lovibond 
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557. The Warmth Produced by Sympathetic Block jn 
Obliterating Arteriosclerosis does not always Furnish 
Evidence of the Efficiency of the Capillary Circulation, 
(La chaleur provoquée par l’anésthesie du sympathique 
dans les artérioscléroses oblitérantes n’est pas toujours 
la preuve de l’efficience de la circulation capillaire) 

J. R. Sicor and J. Montz. Archives des Maladies dy 
Ceur et des Vaisseaux [Arch. Mal. Ceur] 40, 311-316, 
July—Aug., 1947. 1 fig., 14 refs. 


The authors describe a case of “* intermittent claudica- 
tion with extensive thrombosis ”’ in which bilateral lumbar 
sympathectomy was performed. Five months after. 
wards, in spite of warmth and dryness of the limb, the 
patient could walk only with difficulty and had great 
pain even when at rest. Resection of a thrombosed 
aortic bifurcation did not help matters, and eventually 
the limb or limbs [the account is not clear] had to be 
amputated. The skin of the feet was warm although it 
was ivory-white and bloodless. On these grounds the 
authors suggest that the sympathectomy relaxed the 
arterio-venous anastomoses of the limb so that the blood 
supply passed through them rather than through the 
capillaries, and the skin consequently suffered from 
malnutrition even though a fair amount of blood was 
passing through it. 

In the subsequent discussion Leriche agreed that there 
were cases in which sympathectomy was followed by a 
rise in skin temperature and an apparently adequate 
nourishment of the skin but in which pain was not 
relieved, so that eventually the limb had to be amputated. 
These cases were interesting, but the authors’ explanation 
of them was not accepted—first because it was a pure 
hypothesis without supporting observations, and, second- 
ly, because it did not explain why only a proportion of 
sympathectomized limbs reacted in this way. 

H. E. Holling 


558. Post-exertional Orthostatic Hypotension 

L. W. E1rcuna, S. M. HorvatH, and W. B. BEAN. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 213, 641-654, June, 1947. 9 figs., 10 refs. 


Orthostatic hypotension manifested as non-fatal 
collapse following competitive sport and hard muscular 
work has been reported by several workers. Observa- 
tions on this postural hypotension are few. 


The authors submit the results of an intensive research 


survey carried out on young healthy soldiers with tests 
designed to determine physical fitness and including the 
“pack” and the “treadmill’’ tests. The pack test 
consisted in stepping up and down a 16-in. (40-cm.) 
platform every 2 seconds for 5 minutes while carrying 4 
pack weighing one-third of the subject’s weight. The 
treadmill test consisted of running on a motor-driven 


DISORDERS OF 


ill for 5 minutes, the treadmill’s speed being 7-5 
and 5°6 miles (12 and 8-8 km.) per hour for initial and 
repeat tests respectively. The subjects also marched 
32 miles (51-5 km.) carrying 20 Ib. (9 kg.) weight in 
approximately 7 to 9 hours on a moderately warm spring 
day. Postural studies were begun after the soldiers had 
rested for 5 minutes after the pack and treadmill tests, 
but were started immediately following the march, 

Tests were carried out with the subjects in an “ erect 
position ”” with their weight supported by the legs. 
Postural sway Or Movement was not inhibited otherwise 
than by admonition, and positions were changed 
alternately from “‘erect’’ to flat at 5-minute intervals. 
In each position heart rates and blood pressures were 
determined, and in some cases respiratory rates, vital 
capacities, and electrocardiograms were studied. The 
relation between postural responses and cardiovascular 
lability was studied by determinations of changes in heart 
rate and blood pressure induced by several stimuli 
administered during control periods: (a) change from 
supine to “erect”’ position; (b) cold pressor test; 
(c) mental pressor test (simple arithmetical problems for 
§ minutes); (d) exercise test. 

The authors divide post-exertional orthostatic re- 
sponses into three groups-—syncopal, abnormal, and 
normal. (1) In the syncopal group were placed those 
who presented the typical signs of collapse rather than 
cardiovascular criteria. Marked mental fatigue, nausea, 
and abdominal cramp were almost invariably present. 
The severer cases had tubular vision, vomiting, and 
disorientation, finally weakness at the knees and uncon- 
sciousness. A steadily falling blood pressure with low 
pulse pressure and decreased cardiac intensity was also 
noted. In the supine position all symptoms quickly 
improved or disappeared completely. (2) The abnormal 
group includes subjects unable to remain “ erect ’’ for 
the required 5 minutes during both post-exertional 
“erect’’ periods, but who during one of them had an 
abnormally low systolic pressure—100 mm. Hg or less. 
The signs and symptoms were similar to those in the 
syncopal group. (3) The normal group consists of men 
who remained “ erect ’”’ after exercise without symptoms 
and with systolic blood pressure above 100 mm. Hg. 

The results of tests on 33 subjects show that roughly 
one-half developed post-exertional orthostatic hypo- 
tension—one-quarter in the syncopal group and one- 
third in the abnormal group. Cardiovascular studies 
show that syncope is more closely related to fall in 
systolic pressure than in pulse pressure. Circulatory 
disturbance is apparent in the “ erect’’ position only, 
the pressure in all groups being similar when taken in the 
supine position. The duration of signs and symptoms 
following acute exhaustion is longer than commonly 
believed, extending in some cases up to 3 hours. Gener- 
ally there is recovery from syncope within 1 hour, and 
from hypotension (abnormal group) within 2 hours. 
The result of exhaustion cannot be predicted from con- 
sideration of the subject type, having regard to physical 
characteristics, age, and cardiovascular response to 
various stimuli, but tall, heavy men with labile cardio- 
vascular responses are probably more susceptible. 

The authors suggest that the disturbance depends on 
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the distribution of blood in both the splanchnic area and 
the legs, and that dependency of the legs determines the 
production of the full effect. Limited observations made 
after prolonged physical effort (32-mile march) indicate 
that the syndrome also occurs after this type of exercise. 
Of 24 subjects tested, 5 were syncopal and 8 abnormal. 
The orthostatic hypotension induced was similar after 
both types of work. The authors admit that their 
study does not completely explain the mechanism of 
development of orthostatic hypotension after exertion. 
It appears that decreased venous return to the heart is 
due to marked vasodilatation in the legs and failure of 
their muscular venopressor mechanism. The latter 
factor is probably more important than the former. 
The sydrome of orthostatic hypotension may be relieved 
by manoeuvres which either move or exclude blood from 
the legs. Arthur A. Bradley 


559. Hypertension and Unilateral Kidney Disease 

G. J. LANGLEY and R. PLatr. Quarterly Journal of 
Medicine (Quart. J. Med.]| 16, 143-151, July, 1947. 59 
refs. 


From the literature on the syndrome of unilateral 
renal disorder to hypertension, 93 patients submitted to 
nephrectomy are analysed and the authors add 10 cases 
hitherto unpublished. With these data they have 
searched for guiding principles in the selection of patients 
for the operation. In 47 patients the blood pressure was 
restored to normal and remained so during a follow-up 
of more than a year. In 37 the blood pressure was not 
reduced significantly, and in some it was higher after 
operation. In 6 there was a significant fall in pressure, 
though not to normal, and in 13 cases the result was 
recorded as doubtful. 

Nearly all patients under the age of 20 were successfully 
treated. Of 16 patients over 45 years of age, 11 were 
cured. Success has been reported in patients who have 
had hypertension for as long as 10 years. The degree of 
retinal change would seem to have little prognostic signifi- 
cance. Of 13 patients with a family history of hyperten- 
sion, only 1 was successfully treated, whereas there were 
8 successes in a similar number where the family history 
was stated to be negative. Unilateral pyelonephritis is a 
more favourable finding than calculus or hydronephrosis. 

The authors recommend that pyelograms be made in 
all cases of hypertension in patients under 45 years, in 
all cases where symptoms or signs point to disease of the 
urinary tract, and in those who have no family history to 
indicate essential hypertension. With evidence of 
unilateral renal disease, about one third of the cases will 
have obvious surgical indications for nephrectomy. In 
the remainder a non-functioning kidney on one side with 
good function on the other is the most promising indica- 
tion for success. A history of pregnancy toxaemia, or a 
family history strongly indicative of hypertension in a 
middle-aged or elderly subject, contraindicates operation 
unless the evidence of unilateral disease is abundantly 
clear. Where the prognosis without treatment is 
extremely unfavourable, as in severe hypertension in 
youth, operation may be justifiable although the indica- 
tions are otherwise doubtful. T. Semple 
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560. Non-renal Hypertension 

S. M. FrigDMAN and C. L. Canadian Medical 
Association Journal (Canad. med. Ass. J.| 56, 655-658, 
June, 1947. 19 refs. 


Apart from renal hypertension, an increase of blood 
pressure might be caused by an upset in the equilibrium 


_ between perfusion pressure of the blood and perfus- 


ability of the tissues. An attempt was therefore made 
to remove surgically the source of one of the factors 
operative in the maintenance of this equilibrium—namely, 
hyaluronidase (mucinase). 

Immature male albino rats were used in groups con- 
sisting of controls, a castrated group, a group in which 
both eyes were enucleated, and a group in which both 
eyes and gonads were removed. Four weeks after 
operation, blood pressure, renal inulin clearance, sodium 
p-aminohippurate clearance, and pulse rate were deter- 
mined. Where the eyes had been enucleated the mean 
blood pressure was 117 mm. Hg, compared with 103 in 
the two groups with intact eyes—a difference considered 
significant by the authors. The renal function tests 
showed overfunctioning kidneys. The average heart 
weight per 100 g. in the control group was 360 mg., and 
400 to 410 mg. in the three groups submitted to surgery. 
The two groups with higher blood-pressure values, 
therefore, showed no increase in heart weight over one 
of the groups (castrated) in which blood pressure had 
not risen. G. Schoenewald 


561. The Effect of a New Sympathicolytic Drug 
(Dihydroergocornine) on the Blood-pressure, with Special 
Reference to Hypertension 

H. J. Biruntscuur and R. H. Goetz. South African 
Medical Journal {S. Afr. med. J.] 21, 382-401, June 14, 
1947. 13 figs., 54 refs. 


Dihydroergocornine is the only ergot compound 
known so far with an exclusively sympathicolytic action 
and no direct effect on plain muscle. Itisthe hydrogenated 
derivative of one of the three alkaloids shown by Stoll 
and Hofmann (Helv. chim. Acta, 1943, 26, 1570) to be 
contained in ergotoxine. The preparation used was 
““ DHO 180”’; it was given by either intravenous drip or 
intravenous injection. The effect on the blood pressure 
in 14 subjects with normal blood pressures was studied. 
Doses below 0-9 mg. were found to produce a slight fall 
or no change in the blood pressure, larger doses produc- 
ing a rise 15 to 30 minutes after the injection. In 
patients with essential hypertension (29 tests on 13 
subjects) small doses (0-1 to 0-32 mg.) produced a fall in 
blood pressure and decrease in heart rate. Together 
with the drop in blood pressure there were signs of 
peripheral vasodilatation as judged by skin temperature, 
toe volume, and rate of blood flow. Atropine did not 
affect the action of DHO 180. Larger doses were badly 
tolerated. The fall in blood pressure was particularly 
marked in cases of transient hypertension. In malignant 
hypertension (4 cases) the effect on the blood pressure was 
not constant. In 2 cases of renal hypertension the drug 
caused lowering of blood pressure. Repeated doses of 
DHO 180 over longer periods of time (3 patients), when 
the intramuscular route and oral administration also were 


used, seemed to produce a fall in blood pressure which ig 
considered not to have been due to spontaneous fluctyg. 
tions. Side-effects are fatigue, nausea, vomiting, ang 
blocking of the airways. With intravenous infusions of 
0-3 mg. the fall in blood pressure usually began 6 to 1} 
minutes after the start of the infusion, and the lowes 
readings were recorded 9 to 44 minutes later; with intra. 
venous injections of 0-25 to 0-5 mg. the corresponding 
figures were 1 to 9 and 6 to 46 minutes respectively; with 
intramuscular injections the fall occurred much later 
(25 to 64 minutes), and with oral administration after | 
to 2 hours. In 4 cases in which the drug had produced a 
definite and constant fall in blood pressure no effect 
could be observed after transdiaphragmatic splanchnic. 
ectomy. Reasons are given for the assumption that 
DHO 180 acts through the sympathetic pathways and 
has a central effect; this is more marked in patients with 
hypertension in whom medullary and hypothalamic 
centres are more sensitive than in those with a normal 
blood pressure. Apart from the acute fall in blood 
pressure, which may last several hours, a depression of 
blood pressure lasting several days was observed in some 
cases, particularly if two injections had been given 3 to 
4 days apart. A. Schott 


562. The Influence of Blood Transfusion on the Course of 
Hypertensive Disease. (Bnusanne 
Ha TeyeHHe Oone3Hu. 
TeNbHOe 

A. I. BLinovA. MeguunHa [Klin. Med, 
Mosk.} 25, 58-61, 1947. 


Contrary to normal practice, blood transfusions of 50 
to 250 ml. were made every 3 to 4 days or, for greater 
clinical effectiveness, every 7 to 10 days into 71 patients 
aged from 21 to over 60 years with hypertension of various 
origins—cerebral, cardiac, endocrine, renal. The initial 
systolic pressures ranged from 140 to 250 mm., diastolic 
from 80 to 150 mm.; venous pressures from 60 to 190 
mm. Asaresult of the transfusions the systolic pressures 
were lowered by 5 to 20 mm. in 36 cases, remained 
unchanged in 20 cases, and were raised by a similar 
amount in 15 cases; diastolic pressures were lowered 
within the same limits in 32 cases, remained unchanged in 
25 cases, and were raised in 14 cases. Venous pressures 
were lowered by 1 to 60 mm. in 40 cases, unchanged in 
3 cases, and raised by 1 to 60 mm. in 15 cases. There 
was no correlation between the changes of arterial and of 
venous pressures, or between these and the volume of 
blood transfused. There were no marked changes in 
blood protein or (except for a lowering in 2 cases) in 
blood-sugar concentrations; in all cases after transfusion 
blood calcium was higher and chlorine-ion concentration 
lower than normal; in 22 cases investigated no increase 
in blood non-protein nitrogen was observed—in 6 of 
these cases a fall occurred. Among the cases 39 suffered 
from defective vision: of these 20 showed improvement 
of vision after transfusion; in 27 cases with objective 
ocular symptoms (neuroretinitis) only 3 showed improve- 
ment of these symptoms, but in 1 case a retinal ischaemia 
cleared up. An amelioration of subjective symptoms 
(general condition, headache, dizziness, ringing in ears, 
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congestion of head, numbness of fingers) took place in 65 
of the cases, and even after the first transfusion there was 
animprovement in sleep. Excessive sweating was hardly 
affected, and cardiac symptoms and breathlessness were 
jess markedly and rapidly affected than symptoms of 
central nervous origin. The symptoms of cardiac 
insufficiency were abolished in cases of cardiac asthma, 
but emphasis is laid on the need for small controlled 
transfusions (50 to 100 ml.). Transfusions of 100 to 
150 ml. were well tolerated by cases of renal hypertension 
and of diminished cerebral circulation resuiting from 
spasm of blood vessels. In the older patients with 
sclerotic hypertension no diminution of blood pressure 
resulted, but there was an improvement in general 
condition. T. R. Parsons 


563. Rutin: A Therapy for the Hemorrhagic Complica- 
tions of Hypertension 

J.Q. GrirritH. Proceedings of the Institute of Medicine 
of Chicago (Proc. Inst. Med. Chicago] 16, 434-438, Oct. 
15, 1947. 10 refs. 


BLOOD VESSELS 


564. Symmetrical Gangrene in the African 
M. GELFAND. British Medical Journal [Brit. med. J. 1, 
847-849, June 14, 1947. 2 figs., 5 refs. 


Six cases of gangrene of doubtful aetiology occurred 
in young male Africans. In all cases the lower limbs 
only were affected; the gangrene, limited in 4 to the 
digits but in a fifth progressing to 3 in. (7-5 cm.) above 
the ankle-joint, was exactly symmetrical and preceded 
first by oedema and then by pain. The oedema steadily 
progressed to dry gangrene. Previously all 6 patients 
had been in normal health, with the exception of one 
brought into hospital in a state of malarial coma, for 
which he was given quinine; pitting oedema was noticed 
2 days later. A pellagroid rash was seen in 1 patient, 
but otherwise there was nothing abnormal clinically. 
Two patients had a positive Wassermann reaction and 
2 a severe microcytic anaemia. One youth consented 
to an amputation, and the site healed soundly. 

The commoner causes of gangrene, such as diabetes 
or arteriosclerosis, do not apply in these cases; the 
effect of ergot or other drugs can be ruled out, though 
the author thinks that quinine may have caused arterial 
spasm in the patient with cerebral malaria. Raynaud’s 
disease and thrombo-angiitis obliterans give a quite 
different picture, and exposure to excessive cold or damp 
(“trench foot’? or “ immersion-foot syndrome ’’) must 
also be excluded because of the history. 

The cases are very similar to those described by Lewis 
as “bilateral gangrene of the digits’. The onset is 
sudden, bilateral, and strictly symmetrical, affecting only 
the lower limbs and usually occurring in the under- 
nourished or chronically ill; Lewis considers that it 
results from damage to the intima of the arteries, leading 
to thrombosis. Malnutrition, with its attendant states 
of pellagra, ariboflavinosis, and hypoproteinaemia, is 
common among the Africans and signs of pellagra were 
present in one of these cases. Moreover, 2 had a severe 


microcytic anaemia. Page (Brit. med. J., 1946, 2, 260) 
has described cases of gangrene in Hong-Kong prisoners 
of war who had signs of vitamin B deficiency. The diet 
of the 6 patients, although not unusual, was inadequate 
by most standards. One puzzling feature was the 
oedema, which is rare in arterial obstruction. The 
author thinks that it may have been due to thiamine 
deficiency and that it was the primary cause, producing 
secondary interference with the circulation of the foot. 
T. E. C. Early 


565. The Use of Continuous Caudal and Continuous 
Spinal Analgesia in the Diagnosis, Prognosis, and Rehabili- 
tation of the Peripheral Vascular Diseases of the Lower 
Extremities 

R. A. Hincson and J. L. SoutHwortu. Military 
Surgeon [Milit. Surg.] 100, 474-487, June, 1947. 22 refs. 


Continuous low spinal analgesia or continuous 
caudal analgesia in order to block the sympathetic supply 
to the lower limbs has been used by the authors in the 
following conditions: (1) arterial embolism and throm- 
bosis, (2) traumatic arterial occlusion, (3) causalgia, 
(4) Buerger’s disease, (5) diabetic gangrene, (6) arterio- 
sclerotic gangrene, (7) trench and immersion foot, 
(8) arthritis associated with reflex ischaemia and hyper- 
hidrosis, (9) acute and chronic thrombophlebitis, 
(10) acute pulmonary oedema, heart failure, and 
hypertensive crises, and (11) anuria. Favourable results 
are reported in all these conditions. G. Schoenewald 


~ See also Section Pathology, Abstract 481. 


566. Aneurysm of the Coronary Artery. (Aneurysma 
koronarni arterie) 
D. BENESOVA and J. HoustéK. Casopis Ceskych 
[Cas. Lék. ées.] 86, 663-668, June 6, 1947. 3 figs., 32 
refs. 


A boy aged 74 years became suddenly ill with pain in 
the left shoulder and arm and in a few days showed 
signs of meningeal irritation. Physical examination 
indicated an exudative pericarditis. Death followed 
from acute heart failure on the seventeenth day of the 
illness. Necropsy revealed a rupture of a septic aneurysm 
of the descending branch of the left coronary artery. 
The authors state that the source of infection may have 
been a staphylococcal paronychia of the right toe giving 
rise to an infective embolus in a congenital- malformed 
artery. The existence of deep depression on the surface 
of the heart muscle underneath the aneurysm is regarded 
as evidence for this assumption. About 6 cases of an 
aneurysm of the coronary artery in children have been 
recorded in the literature. Such a congenital anomaly 
of the coronary artery, although rare, may influence the 
course of bacterial diseases, and this should be borne in 
mind. . J. Ungar 


567. Dissecting Aneurysm of the Aorta: A Presentation 
of Fifteen Cases and a Review of the Recent Literature 

S. R. BAvERSFELD. Annals of Internal Medicine [Ann. 
intern. Med.) 26, 873-889, June, 1947 40 refs. 
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568. Intravenous Administration of Iron 
J. A. Nissim. Lancet [Lancet] 2, 49-51, July 12, 1947. 
10 refs. 


The treatment of a series of patients with intravenous 
infusions of different iron preparations is described, and 
a review of the previous literature on the subject is given. 
The author was concerned with the immediate possible 
toxic effects of such infusions rather than with the 
possible utilization of iron. Two patients were given 
intravenous infusions of 1 g. of iron as colloidal ferric 
hydroxide in 15 hours, and 2 others were given injections, 
one of 40 mg. and the other of 20 mg., of iron in the same 
form. All 4 developed pyrexial reactions. Two patients 
received | g. of elemental iron as saccharated iron oxide— 
one in 6 and the other in 3 hours—without reaction. 
Seven patients received 500 mg. of the same iron prepara- 
tion; 2 of them had reactions. A smaller dose of 250 
mg. administered to 7 patients caused only one doubtful 
reaction. 

Hitherto thrombophlebitis has been a serious complica- 
tion of the intravenous administration of iron; it was 
encountered in the early cases of this series. The author 
found, however, that this could be prevented by giving a 
quantity of doubly distilled sterile water or 5% dextrose 
solution intravenously before removing the needle: 

Saccharated iron oxide is probably less toxic than 
colloidal iron, since it does not flocculate in contact with 
the blood plasma and cause emboli. Preliminary 
observations suggest that certain patients with iron- 
deficiency anaemia are able to utilize completely the 
injected saccharated iron oxide. These observations are 
of considerable interest. Though there are few patients 
who are unable to take iron by mouth when under proper 
supervision, it may be found that certain cases of refrac- 
tory anaemia will respond to intravenous therapy. 
Such therapy should, however, only be employed at 
present in institutions where full investigation of the 
patients so treated can be carried out. Janet Vaughan 


569. Evaluation of Bone Marrow Concentration Techni- 
ques. A Modified Method for the Simultaneous Prepara- 
tion and Staining of Blood and Bone Marrow Films 

L. R. LimMaArzi. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 32, 732-740, June, 1947. 
5 figs., 21 refs. 


In this new method of preparing bone-marrow films, 
1 ml. sternal marrow is aspirated by the usual method and 
is mixed with heparin; it is then drawn off with a pipette 
into a Wintrobe tube and centrifuged at 2,000 revolutions 
per minute for 5 minutes. The myeloid-erythroid layer 
is easily distinguishable and is drawn off. Smears are 
made on slides in the usual way. Smears are made of 
peripheral blood and of marrow concentrate on a single 
slide. The depth of the myeloid-erythroid layer in the 


Wintrobe tube gives a measure of the cellularity. The 
method is claimed to have the advantage of better stain. 
ing, because fat is removed, and to produce a unif 
cellular smear; the measurement of the cellular layer 
gives a quantitative expression of hyperplasia or 
hypoplasia. M. C. G. Israéls 


570. Effect of Mono- and Divalent Salts on Red Blood ° 


Cells 
H. LEHMANN, J. O. Laws, and J. N. AHMED. Nature 
[Nature, Lond.] 159, 169-170, Feb. 1, 1947. 3 refs, 


Fragility tests carried out on human red cells showed 
that the .osmotic pressure of divalent salts, such as 
magnesium and calcium chloride and magnesium and 
sodium sulphate, was twice that of sodium or potassium 
chloride. 
altered the properties of the cell surface. In M/7 mag- 
nesium chloride or calcium chloride red blood cells 
became more brittle than in M/7 sodium chloride, but at 
the same time they became more resistant in hypotonic 
salt solutions. 

When sheep cells were haemolysed by antibodies from 
sensitized rabbits, no difference was seen when the 
corpuscles used were stored in M/7 sodium chloride or 
magnesium chloride. The extent of haemolysis varied 
with the addition of different amounts of complement, 
but the amount of lysis was the same, however long and in 
whatever iso-molecular salt the corpuscles. had been 
previously stored. 

The average mean corpuscular volumes found when 
ten different samples of human red cells were suspended 
in solutions of potassium and sodium chloride and of 
magnesium and calcium chloride showed that corpuscles 
were of the same size in an M/7 solution of monovalent 
salt as in half that concentration of divalent salt. Cells 
increase in size when transferred from plasma to normal 
saline, but retain their original volume when suspended 
in M/7 solutions of divalent salts. This fact, as well as 
the ** toughening ”’ influence of divalent ions on the cell 
membrane may explain the stability of red cells when 
M/7 magnesium chloride is used as an anticoagulant. 

R. Winston Evans 


ANAEMIAS 


571. Two Cases of Severely Impaired Haemato- 
poiesis due to Chronic Bleeding. (Dwa_przypadki 
ciezkiego uszkodzenia i niewydolnosci ukladu krwiot- 
worczego wywolane przez przewlekle krwawienia) 

A. Mycka. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.] 2, 716-722, June 16, 1947. 26 refs. 


Aplastic anaemia is not a frequent condition, and the 
author considers that the following two cases deserve 
study. 


172 


Storage of cells in solutions of divalent salts 
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of 26 gave a history of bleeding from gums, general 
RS sn and toes of weight which compelled him to stay 
in bed for 10 months. He had also suffered from haemor- 
rhoids with severe bleeding for many years. He looked pale 
and very ill. His blood picture showed: erythrocytes, 
375,000 per c.mm. ; haemoglobin, 8%; leucocytes, 8,300 
cmm.; platelets, 1,000 per c.mm.; reticulocytes, 0°3%. 
Coagulation and bleeding time were within normal limits; 
fragility of the red cells-minimum=0°49%; maximum 
0:29%. Sternal puncture revealed a marked hypoplasia 
with a scanty erythropoiesis and signs of fatty degeneration. 
Despite repeated blood transfusions and energetic liver 
and iron therapy his condition did not improve, and he 
was discharged at the request of relatives though severely ill. 


The above blood-count figures are the lowest recorded 
in the literature. The erythropoiesis was deficient both 
in evolution and in proliferation of cells. The red cells 
introduced by transfusion lived for a short time only, 
probably because of increased haemolysis. The positive 
indirect van den Bergh reaction bears out this possibility. 
This condition must be attributed to prolonged, severe 
bleeding, which led to exhaustion of the bone-marrow. 
This view is supported by a second case. 


A female of 26 complained that a menstrual period lasted 
for 14 days. She gave a history of previous excessive 
menstruation with considerable loss of blood. She was 
pale and looked ill. Her blood picture showed: 
erythrocytes, 790,000 per c.mm.; haemoglobin, 18%; 
leucocytes, 1,800 per c.mm.; reticulocytes, 11°6%; platelets, 
13,100 per c.mm. Sternal puncture revealed marrow with 
marked hyperplasia of all the cells except megakaryocytes, 
which were absent. Uterine curettage was performed 
without any permanent effect. It was decided to perform a 
hysterectomy. The uterus showed a generalized polyposis. 
Following repeated transfusions and liver therapy the 
condition improved. A blood count after 6 months showed 
normal values for erythrocytes, with 2,500 white cells per 
c.mm. and only 1,000 platelets per c.mm. 


In this case persistent uterine bleeding led to an atypical 
panmyelopathy in which the myelopoietic and thrombo- 
cytopoietic systems were primarily affected. The 
peripheral agranulocytosis was due to what the author 
calls a central barrier which prevented the white cells 
from reaching the peripheral blood. Bleeding led to 
a definite destruction and exhaustion of the platelet- 
producing system. 

The author thinks that some cases of haemorrhagic 
diathesis with thrombocytopenia may be caused to some 
extent by bleeding which exhausts the megakaryocytes 
in the bone marrow. In conclusion he states that 
prolonged bleeding must be recognized as one of the 
aetiological factors in aplastic anaemia. The suggestion 
is also made that in aplastic anaemia there is an increased 
haemolysis. J. T. Leyberg 


572. Classification of Haemolytic Anaemias on the Basis 
of Abnormal Serological Reactions. (Hamolytische 
Anadmien auf der Basis abnormer serologischer Reak- 
tionen) 

L. Hem_Meyer, F. HAHN, and H. ScnuspotHe. Klinische 
Wochenschrift [Klin. Wschr.] 24/25, 193-205, Jan. 1 and 
15, 1947. 2 figs., 26 refs. 


Haemolytic anaemias form a heterogeneous group 
characterized clinically by the usual symptoms of 
anaemia, with more or less severe jaundice and increased 


uro-(sterco)bilinogen production, and haematologicaliy 
by reticulocytosis and increased erythropoietic activity 
of normoblastic type in the bone marrow. Congenital 
(familial) and acquired forms can be recognized, the 
latter including those due to infection or to haemolytic 
poisons. Chauffard and Troisier in 1908 recognized a 
form associated with the presence of autohaemagglutinins 
in the serum, but the relation between the course of the 
disease and the production of autohaemolysins has never 
been completely clarified. Four cases of acquired 
haemolytic anaemia are described by the authors, and the 
differential diagnosis is discussed in the light of the 
haemolytic mechanisms discovered. 

The first patient, a woman aged 74, was admitted to 
hospital in December, 1945, with the history that she had 
been weak and tired for some months, and had taken to 
her bed 6 weeks before. She had had pyelitis, and during 
that illness had become jaundiced, with anorexia, thirst, 
and dark urine, though the stools remained normal. On 
examination there was pallor, slight jaundice, and slight 
mental confusion. The tongue was smooth, she had 
auricular fibrillation, and the liver was palpable; the 
spleen was not enlarged. Urine contained excess uro- 
bilinogen and a trace of protein. Blood examination 
(difficult to perform, as the blood agglutinated in the 
pipette) showed haemoglobin 40%, erythrocytes 2,200,000, 
reticulocytes 11%, and many normoblasts, with aniso- 
and poikilocytosis. Sternal puncture showed increased 
erythropoietic activity of mnormoblastic type. The 
Price-Jones curve had a slight shift to the right. Haemo- 
lysis started at 0-54% and was complete at 0-35% NaCl. 
When attempts at transfusion were made only a few 
drops of blood ran in, and clots had to be removed from 
the cannula with forceps, re-forming in a few minutes. 
The serological tests indicated that a cold auto-agglu- 
tinin with unusual thermal amplitude was present; 
this acted on cells of all groups including O at room 
temperature, but at 37° C. it was possible to show that 
the patient’s blood was of group A. The titre of this 
agglutinin was greater when the serum had been separated 
at 37° C. than when it had been separated at room tem- 
perature. The cold agglutinin could be adsorbed on 
normal cells of group O and eluted thence with saline 
heated to 56° C.; it was stable to heat. No anti-sheep 
cell agglutinins were present, and the anti-B titre was only 
1 in 4. Treatment was ineffective and the patient died 
from circulatory failure after 3 weeks. 

In the second case a man aged 53 had tonsillitis and 
proteinuria in September, 1939; a year later he noted 
cyanosis of the extremities in cold weather. In 1943 he 
had jaundice. In the winter of 1944-5 he had severe 
cyanosis of the extremities, passed dark urine, and was 
referred to hospital as a case of cold haemoglobinuria. 
He was slightly jaundiced and had urobilinogenuria. 
His blood agglutinated in the pipette; Hb was 76%, 
erythrocyte count, 3,800,000, reticulocytes 1-3%. 
Haemolysis started at 0:54°% and was complete at 0:34% 
NaCl. The patient stated that he was well in summer 
and jaundiced in winter. The serological tests showed 
that the patient’s blood was of group O, and that an 
autoagglutinin similar to that in the first case, but with a 
titre of 1 in 131,072 at 0° C., was present. At 0° C 


there was a trace of haemolysis as well as agglutination. 
Intense cyanosis and haemolysis were caused by chilling 
a hand in iced water for 10 minutes. The symptoms are 
therefore due to cold causing intravascular agglutination, 
progressing to haemolysis and similar to, but differing 
from, the mechanism in cold haemoglobinuria. 

In the third case a woman aged 50 was admitted to 
hospital in December, 1945, with a year’s history of 
weakness, pallor, headaches, and jaundice. She had 
previously been treated with liver and iron without 
effect. On examination she was anaemic and jaundiced, 
with a spleen enlarged to percussion yet not palpable; 
her urine contained excess urobilinogen. The blood 
showed Hb 33%, erythrocytes 1,560,000, reticulocytes 
34:7%, and many normoblasts, with aniso- and poiki- 
locytosis. Haemolysis started at 0-52% and was complete 
at 0°4% NaCl. Sternal marrow showed normoblastic 
hyperplasia. 

There was little clinical change for 3 months, and 
splenectomy was performed after transfusion in March, 
1946. This was followed by a transient increase in cell 
diameter and a fall in reticulocyte count to 7%, but the 
patient died 15 days later. The excised spleen showed a 
thickened capsule and trabeculae, small and scanty 
Malpighian bodies with sclerosis of the central arterioles. 
The sinuses were prominent, being lined with cuboidal 
endothelium. There was no increase of pigment. 
Serological tests showed no agglutinin or haemolysis 
at 0° C., but revealed autoagglutination at 37° C., the 
agglutinates being fine floccules. The impression was 
gained that this was due to a stickiness of the cells; it 
was not rouleau formation but a firm agglomeration. 
The patient’s serum had no effect on the cells of another 
patient, and there was no abnormality of serum protein. 
With the patient’s cells and her own plasma the erythro- 
cyte sedimentation rate was increased, but with a normal 
individual’s cells in the patient’s plasma the E.S.R. was 
normal. Agglomeration did not occur in saline, in 
1:5% gum-arabic, or after heating whole blood to 
52°C. It was possible to detect an agglomerating 
substance in saline which had been used to wash the 
patient’s cells. 

In the fourth case a 54-year-old patient was admitted 
to hospital in December, 1945, with bronchitis, broncho- 
pneumonia, pyodermia, and diarrhoea. His haemo- 
globin was 60%, erythrocyte count 2,800,000, reticulo- 
cytes 8%, bilirubin 1-25 mg. per 100 ml. Sternal marrow 
showed normoblastic hyperplasia. _Haemolysis started at 
0-5% and was complete at 0-45% NaCl. In a fortnight 
the haemoglobin fell to 35% but after transfusion a slow 
spontaneous recovery started. Over the period February 
to March, 1946, the red cells showed increased diameter 
and thickness, with increased spherocytic index, from 
0-46 to 0-28. Serological tests revealed a negative 
Donath-Landsteiner reaction, but haemolysin, active at 
37° and 0° C., requiring the presence of human or of 
guinea-pig complement, was present. Citrated blood 
underwent spontaneous haemolysis at room temperature 
or at 37° C. after periods varying from 8 hours to 2 days, 
the speed of haemolysis depending on the apparent 
clinical activity of the disease process, and being 
accelerated by an increase in carbon-dioxide tension. 
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The patient’s washed cells were suspended in their Own 
plasma, in saline, and in normal plasma, and compared 
with cells of a normal control. The patient’s cells lysed 
rapidly when suspended in their own plasma or in salj 
less rapidly in normal plasma; the control cells were 
slightly lysed in the patient’s plasma, but not in their own 
or in saline. 

The authors discuss the classification of the acquired 
haemolytic anaemias in some detail, recognizing ¢ 
groups: (1) cold haemoglobinuria, (2) Marchiafaya’s 
nocturnal haemoglobinuria, (3) Lederer’s anaemia, (4) 
macrocytic haemolytic anaemia with increased osmotic 
resistance, (5) acquired haemolytic anaemia with 
microspherocytosis, and (6) erythroblastosis foetalis, 
They assign the first, second, and fourth of their cases to 
group 4 and the third case to group 5, admitting, how- 
ever, that mixed forms occur. G. Discombe 


573. A Survey of Commercial Rh Antiserums 

M. G. Levine and R. E. Hoyt. American Journal of 
Clinical Pathology [Amer. J. clin. Path. 17, 462-464, 
June, 1947. 3 refs. 


Six different Rh-antiserums from four different manu- 
facturers were tested on a series of bloods from patients, 
The results varied from 10 to 100% positive, instead of 
from the theoretical variation of 85 to 87%. A definite 
need for standardization and control of Rh diagnostic 
antiserums is indicated.—[Authors’ conclusion.] 


574. The Role of a Presumed Serum Protein in the 
Pathogenesis of Erythroblastosis Fetalis 

J. GUREVITCH, Z. POLISHUK, and D. HERMONI. American 
Journal of Clinical Pathology [Amer. J. clin. Path.) 11, 
465-468, June, 1947. 11 refs. 


Anti-Rh sera (with titres of 1 in 256 and 1 in 64 respec- 
tively) from two women delivered of erythroblastotic 
babies—one anti-A serum (1 in 256,000) from a woman 
with Gaucher’s disease, and one anti-B serum (1 in 2,048) 
from a woman of Group A delivered of a baby of Group 
B—were examined for agglutinating antibodies in serial 
dilutions in normal saline. They were also titrated by 
the conglutination method; the diluent was plasma from 
an adult of Group AB or compatible sera from normal 
infants of different ages, or sera from adults with certain 
liver diseases. 

The results showed that sera from umbilical cords 
and from infants under 6 months did not possess enhanc- 
ing properties in the agglutinating reaction of the 
immune antibodies—that is, they acted like saline when 
used as a diluent—while the sera from infants over 6 


months of age, pregnant women, or adults, whether 


healthy or suffering from hepatic diseases, had the 
power of enhancing the action of various immune anti- 
bodies, thus confirming the observations of Boorman, 
Dodds, and Morgan (Nature, Lond., 1945, 156, 663). 

It is concluded that there is no evidence to support 
the theory of a serum-factor or X-protein in the patho- 
genesis of haemolytic disease of the newborn. 

John F. Wilkinson 
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PERNICIOUS ANAEMIA 


575. The Improved Demonstration of Circulating 
Antibodies in Hemolytic Anemia by the Use of a Bovine 
Albumin Medium 

J, Neer and W. DAMESHEK. Blood [Blood] 2, 371-380, 
July, 1947. 11 refs. 


Dameshek and his school have argued for some time 
that the acquired haemolytic anaemias are due to the 
presence of circulating haemolysins. The difficulty has 
been to demonstrate the presence of these haemolysins. 
Diamond’s technique for detecting Rh antibodies and for 
avoiding the pitfall of “ blocking” antibodies has been 
adapted ‘by the present authors for the detection of 
abnormal iso-antibodies in patients with haemolytic 
anaemias whose blood had given negative results with 
other methods. The principle of the method is that all 
dilutions are carried out with a 20% bovine albumin 
solution instead of with the usual saline. A_ tube- 
agglutination technique was used. In 4 of the 5 cases of 
acquired haemolytic anaemia a circulating warm antibody 
which could not be detected in a saline medium was 
repeatedly found in the albumin medium; in the fifth 
patient an antibody weakly present in saline gave more 
intense reactions in albumin. Three patients with 
congenital spherocytic anaemia gave negative results 
when afebrile and not experiencing a haemolytic crisis, 
but 2 of them showed agglutinins when tested by this 
technique during febrile, haemolytic phases. Two 
patients with severe Mediterranean anaemia and 2 with 
sickle-cell anaemia failed to react. The authors point out 
that all cases of acquired haemolytic anaemia do not 
give positive results, and state that, in some patients 
considered by the results of red-cell survival experiments 
to have haemolytic anaemia, no antibodies can be 
demonstrated even by this improved technique. 

M. C. G. Israéls 


PERNICIOUS ANAEMIA 


576. Experience with Pteroylglutamic (Synthetic Folic) 
Acid in the Treatment of Pernicious Anemia 

B. E. HALL and C. H. Watkins. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.] 32, 622-634, 
June, 1947. 6 figs., 33 refs. 


This paper describes the effects of synthetic folic acid 
therapy in 14 cases of classical pernicious anaemia in 
relapse. The treatment was continued over a period of 
from 24 days to 9 months. 

An increase in red cell and haemoglobin values was 
observed in all cases, but the rate of increase was variable. 
The response was as rapid as that following liver therapy 
in some, but in others there was marked delay. In 3 
patients the red cell count did not exceed 3,500,000 per 
c.mm. despite daily doses of 15 to 20 mg. for a period of 
11 weeks. Normal values were subsequently obtained 
in these 3 cases with liver therapy. Serial sternal 
punctures were carried out in 12 patients. Treatment 
with synthetic folic acid caused a rapid conversion of a 
megaloblastic marrow to a marrow with normoblastic 
Tegeneration which was completed in 7 to 10 days. 
Symptomatic improvement was variable. Of 7 patients 
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with glossitis 6 improved, but 4 of these required 34 
months of continuous therapy with folic acid before the 
tongue was restored to normal. Recurrences also took 
place in patients maintained solely on this form of treat- 
ment. The condition of 2 patients who had peripheral 
neuropathy and early signs of subacute combined degene- 
ration did not improve during 5 to 6 weeks of treatment. 
Of particular significance was the development of early 
signs of subacute combined degeneration in 3 patients 
who showed no involvement of the central nervous system 
before starting folic acid therapy. In one case the signs 
developed at a time when the number of erythrocytes was 
normal although a slight degree of macrocytosis persisted. 

The authors suggest that the action of pteroylglutamic 
acid on the alimentary canal and the nervous system in 
pernicious anaemia is not identical with that of the anti- 
pernicious anaemia factor contained in liver, although 
the action on the bone marrow is similar. 

R. Winston Evans 


577. Observations on the Specificity of the Folic Acid 
Molecule 

T. D. Spies, R. E. Stone, and R. O. BRANDENBURG. 
Southern Medical Journal [Sth. med. J.] 40, 618-619, 
July, 1947. 1 fig., 3 refs. 


This is a brief report of 2 cases which demonstrate the 
specificity of folic acid in macrocytic anaemia. Two 
men showed no clinical or haematological response to 
20 or 40 mg. of methyl folic acid given by mouth daily 
over a period of 12 days. In each case 10 mg. of folic 
acid daily produced a prompt increase in the number of 
reticulocytes, red and white blood cells, platelets, and 
haemoglobin. E. T. Ruston 


578. Does Feeding of Diphyllobothrium latum In- 
fluence the Interaction between the Intrinsic and the Ex- 
trinsic Factors of Castle? Diphyllobothrium latum 
and Pernicious Anemia. VIII [In English] 

B. VON BonpsporFF. Acta Medica Scandinavica [Acta 
med. scand.] 129, 59-76, Oct. 15, 1947. 8 figs., 5 refs. 


579. The Anti-Pernicious Anaemia Factor in Lead 
Poisoning. (Le facteur antipernicieux dans l’intoxication 
saturnine) 

M. LouraAu. Bulletin de la Société de Chimie Biologique 
[Bull. Soc. Chim. biol.] 29, 34-43, Jan.—March, 1947. 
1 fig., 13 refs. 


The method proposed by Lourau (Bull. Soc. Chim. 
biol., 1943, 25, 393) for the estimation of the anti- 
pernicious anaemia factor has been investigated further 
and an attempt made to find a physiological basis for it. 
It is inferred from rabbit experiments that the anti- 
pernicious anaemia factor is identical with the substance 
which inhibits the development of toxic symptoms in 
rabbits suffering from lead poisoning. It is suggested 
that the haematopoietic abnormalities in lead poisoning 
are similar to those in pernicious anaemia, and may be 
corrected by the same liver and stomach extracts as are 
given in pernicious anaemia. J. E. Page 
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580. Inhibition of Castle’s Intrinsic Factor and its Physio- 
logical Consequences. (L’inhibition du facteur intrin- 
séque de Castle et ses conséquences physiologiques) 

M. Lourau. Bulletin de la Société de Chimie Biolo- 
gique [Bull. Soc. Chim. biol.] 29, 44-49, Jan.—March, 1947. 
2 figs., 6 refs. 


It is suggested that the production of symptoms of 
pernicious anaemia in rabbits treated with lead hydroxide 
or acetate (see Abstract 579) is due to inhibition of 
the enzyme system that promotes the formation of the 
intrinsic factor (see Castle, Cold Spring Harbor Symposia 
on Quantitative Biology, 1937, 5, 416). The effects on 
haematopoiesis become serious when the animal needs 
more anti-pernicious anaemia factor than usual. The 
latter factor antagonizes the lead and liberates the 
intrinsic factor so as to restore normal functioning. A 
similar enzyme mechanism is used to explain the therapy 
of pernicious anaemia. J. E. Page 


581. Pernicious Anemia and Susceptibility to Gastric 
Neoplasms 

H. S. KAPLAN and L. G. RiGLer. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.| 32, 644-653, 
June, 1947. 63 refs. 


The authors review the literature on the coexistence of 
epithelial gastric tumours and pernicious anaemia, and 
claim that the two diseases develop in the same indi- 
viduals more often than would be expected on the basis 
of chance alone. 

Rambach (Mschr. Krebsbekdmpf., 1936, 4, 201) found 
641 cases of gastric cancer and 50 of pernicious anaemia 
in a series of 11,849 necropsies; in 11 cases the 2 condi- 
tions were present together—an incidence five times 
greater than that due to chance. Brown (New Engl. J. 
Med., 1934, 210, 473) studied 151 cases of pernicious 
anaemia in a series of 18,200 necropsies; 12 of these (8°%) 
had gastric polyps and 1 a carcinoma of the stomach. 
Jenner (Acta med. scand., 1939, 102, 529) found 8 cases of 
gastric carcinoma in 181 patients with pernicious anaemia. 
Kaplan and Rigler (Amer. J. med. Sci., 1945, 209, 339) 
studied all cases of pernicious anaemia and of carcinoma 
of stomach, colon, caecum, and rectum recorded in a 
series of 43,021 consecutive necropsies at the University 
of Minnesota. A total of 293 cases of pernicious 
anaemia were found in this group. Of these, 36 also had 
carcinoma of the stomach, 7 had gastric polyps, and 4 had 
carcinoma of the large gut. Statistical analysis revealed 
that only 12 cases of carcinoma of the stomach would be 
expected. 

In contrast to the very small number of gastric neo- 
plasms found in non-selective mass surveys, serial examina- 
tion of patients suffering from pernicious anaemia has 
disclosed a much higher incidence of benign and malig- 
nant gastric epithelial tumours. Of 2,400 asympto- 
matic individuals over 50 years of age examined by St. 
John et al. (Ann. Surg., 1944, 119, 225) by a rapid 
fluoroscopic technique only 2 were found to have car- 
cinoma and | lymphosarcoma of the stomach. On the 
other hand, Rigler et al. (J. Amer. med. Ass., 1945, 128, 
426) found that in a series of 211 patients suffering from 


pernicious anaemia, examined one or more times by 
x-ray and gastroscopic methods, 17, or 8°%, had Bastric 
cancer and 15 had benign polyps. 

The precise nature of the relation between pernicioys 
anaemia and gastric carcinoma is not clear. 
authors believe that the evidence suggests that the two 
diseases are probably linked together by some common 
factor. Possible factors would include heredi 
tendencies, achlorhydria, gastritis, and liver therapy, 

R. Winston Evans 


582. Treatment of Pernicious Anemia with Synthetic 
L. casei Factor 
N. B. Kurnick. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 213, 694-708, June, 1947, 
7 figs., 36 refs. 


583. Pernicious Anemia in Childhood. II. Response to 
Folic Acid 

J. C. PETERSON. American Journal of Diseases of Child. 
ren [Amer. J. Dis. Child.) 73, 578-580, May, 1947, 
2 figs., 2 refs. 


HAEMORRHAGIC DISEASES 


584. Purpura Following Estrogen Therapy, with Particular 
Reference to Hypersensitivity to (Diethyl) Stilbestrol and 
with a Note on the Possible Relationship of Purpura to 
Endogenous Estrogens 

C. J. Watson, A. L. ScHuLtz, and H. M. Wikorr. 
Journal of Laboratory and Clinical Medicine {J. Lab. clin. 
Med.) 32, 606-617, June, 1947. 35 refs. 


Five cases in which purpura followed oestrogen 
therapy are described: 4 were in women suffering from 
menopausal symptoms or amenorrhoea, and | was in an 
elderly man with carcinoma of the prostate. To 4 of 
these patients stilboestrol had been given for 2} to 7 
years. The fifth received oestrogens intermittently by 
mouth for 2 months. Skin tests for a possible sensitivity 
to oestrone and stilboestrol were carried out on 3 patients, 
and also on 25 controls. The test consisted in injecting 
intradermally 0-1 ml. of a 0-2% suspension in saline. 
Positive reactions were obtained in the 3 cases studied 
and were absent from the control group. Circulating 
antibody could not be demonstrated by the Prausnitz- 
Kiistner passive transfer which was attempted in the 4 
cases. The authors nevertheless conclude that the 
possibility of hypersensitivity to exogenous or endogenous 
oestrogens may at times constitute the major factor in the 
production of purpura. 

The purpose in reporting these 5 cases is to call 
attention to the possibility of a causal relation between 
stilboestrol and other oestrogens and purpura. The 
literature relating to the effects of oestrogens is reviewed 
and discussed from the standpoint of: (1) reported cases 
of supposed toxic effects in individuals in whom abnor- 
malities related to the liver or blood were noted; (2) the 
experimental production of purpura and liver injury in 
animals by their administration; and (3) the effect of 
endogenous oestrogens in the production of purpura. 

R. Winston Evans 
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585. Essential Thrombocytopenic Purpura. Autopsy 
Findings in Thirty-Six Cases 

A. J. HERTZzOG. Journal of Laboratory and Clinical 
Medicine [J. Lab. clin. Med.] 32, 618-621, June, 1947. 


9 refs. 


The post-mortem findings in 36 cases of essential 
thrombocytopenic purpura are described; these are 
taken from the records of over 51,600 necropsies per- 
formed at the University of Minnesota. The average 
age of the 35 patients—24 women and 12 men—was 
30:5 years. The average platelet count was 55,000 per 
cmm., and the bleeding times were from 10 minutes to 
4 hours. The coagulation times varied from.3 to 8 
minutes. Haemorrhages were the chief necropsy 
findings. In 12 cases these were so widespread that it 
was difficult to name a principal site of bleeding; in 12 
cases intracranial haemorrhages caused death. In 2 
cases bleeding from the gastro-intestinal tract predomi- 
nated. In 1 case the principal bleeding was from the 
renal pelvis and bladder. Nine patients had continued 
to suffer from widespread haemorrhages after splenec- 
tomy. The average weight of 20 spleens in patients over 
20 years of age was 232 g., the smallest weighing 103 g. and 
the largest 365 g. There were no characteristic histo- 
logical findings. The bone marrow was examined in 
10 of the 36 cases. The most constant feature was a 
marked increase in the number of megakaryocytes. The 
author suggests that, where the marrow shows a marked 
decrease in the number of megakaryocytes, little or no 
benefit is derived from splenectomy. 

R. Winston Evans 


DISORDERS OF WHITE CELLS 


586. Penicillin Treatment of Agranulocytic Manifesta- 
tions. (Contributo alla conoscenza del trattamento con 
penicillina delle manifestazioni agranulocitemiche) 

G. Sapatinr and A. MARMONT. Minerva Medica 
[Minerva Med.] 1, 531-539, June 9, 1947. 8 figs. 


The many forms of treatment that have been used for 
leucopenic and agranulocytic conditions are reviewed 
[unfortunately no references are given]. Formerly the 
emphasis was on stimulation of production and liberation 
or expulsion of granular cells from the bone marrow. 
Substances believed to be leucopoietic—such as nuclei- 
nates, adenine sulphate, liver extract, riboflavin, nico- 
tinic acid, thiamine, and ascorbic acid—were freely 
given, but any success achieved was probably due to 
spontaneous recovery of the marrow. Possibly more 
effective have been fresh whole-blood transfusions, 
injections of yellow marrow extract, administration of 
pentose nucleotide, pyridoxine, and folic acid, and 
intrasternal transfusions of bone marrow and marrow 
blood. Schittenhelm has used transfusions of leukaemic 
blood for their nucleic acid content. In the rare con- 
dition of primary splenic panhaematopenia splenectomy 
has been successful. 

Recently more stress has been laid on combating the 
secondary infection which follows loss of the leucocytic 
defence mechanism in cases of agranulocytosis from 
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whatever cause. Dameshek and Wolfson in 1942 
successfully treated 2 cases of agranulocytosis due to 
amidopyrine with sulphathiazole, when blood trans- 
fusions, pentnucleotide, and liver extract had all failed. 
A year later Nixon, Eckert, and Holmes treated 3 cases 
of sulphadiazine agranulocytosis with further doses of 
sulphadiazine, and were entirely successful. Sventrup 
achieved similar results with agranulocytosis from sulpha- 
thiazole. Nixon’s belief that all cases of agranulocytosis 
should be treated with sulphadiazine, whatever their 
cause, is, however, no longer accepted, since penicillin is 
much less toxic than the sulphonamides and does not 
itself inhibit leucocyte activity. Penicillin may be said 
to act as a substitute for leucocytic action. ; 

The authors report in detail a case of acute leukaemia, 
in which the prominent cell was the ** haemacytoblast ”’, 
treated with penicillin. A woman of 34, who also 
suffered from pulmonary tuberculosis, had an acute 
illness characterized by hyperpyrexia, an aplastic type of 
anaemia with thrombocytopenia, ulcero-necrotic lesions 
of mouth and pharynx, hepato-splenomegaly, and 
Mikulicz’s syndrome. Calcium penicillin was applied 
locally to the oral lesions in a solution of 400 units per 
ml., half-hourly for the first 12 hours, and then 2-hourly. 
Penicillin was also given intramuscularly after 3 days on 
the assumption that the blood condition was of septic 
or bacterial origin, but although asepsis of the buccal 
cavity was maintained the blood condition remained 
unaltered. The patient eventually died of an inter- 
current pneumonia 44 months after the onset of the 
illness, but the authors conclude that penicillin pro- 
longed her life and made her more comfortable. In all 
cases with ulcero-necrotic lesions of the buccal and 
pharyngeal mucosa, agranulocytosis, and a leukaemoid 
blood picture, penicillin should be used to control 
secondary sepsis. In cases not due to true leukaemia 
there is a possibility that if infection is overcome the 
marrow will have time to recover its function. 

E. G. Sita-Lumsden 


587. Studies on the Physiology of the White Blood Cell. 
The Glycogen Content of Leukocytes in Leukemia and 
Polycythemia 
R. WAGNER. Blood [Blood] 2, 235-243, May, 1947. 
1 fig., 12 refs. 


The glycogen in blood is almost wholly contained in 
the leucocytes. This study of cases of leukaemia with 
one predominant cell form shows that glycogen is 
exclusively present in the granulocytes. Certain other 
reducing substances which are not glycogen are found in 
lymphocytes and lymphocyte precursors. During granu- 
locyte development, precursors are free from glycogen but 
myelocytes contain much. The glycogen concentration 
of normal leucocytes is of the same order as that of 
voluntary muscle. Higher values are obtained in 
polycythaemia, a fact which is not readily explained, and 
in glycogen storage disease. Granulocytes seem to have 
the capacity for phagocytosis and for storing glycogen. 
A considerable increase in the glycogen content of 
isolated white cells was noted after intravenous 
administration of the substance. Douglas H. Collins 


Respiratory Disorders 


588. Inhalation Therapy in Chronic Bronchial Infections 
E. R. Levine. Diseases of the Chest [Dis. Chest] 13, 
295-311, July-Aug., 1947. 10 figs., 5 refs. 


An experiment was designed to determine the efficacy 
of inhalation therapy in bronchial infections. The patients 
selected for study gave a long history of respiratory 
symptoms and definite bronchographic evidence of 
bronchiectasis. Treatment by all other medical methods, 
including sulphonamides by mouth and penicillin by 
injection, had been without effect. It was considered 
that any improvement in such cases could fairly be ascribed 
to the therapy and not to any accidental or spontaneous 
improvement. 

The apparatus used consisted of a simple glass nebulizer 
connected to an oxygen cylinder and delivering a fine 
spray of roughly cylindrical form. This nebulizer was 
found to be more efficacious than the more complicated 
types described in the literature. Penicillin solution 
was used in concentrations of from 1,000 units per ml. 
to 20,000 units per ml. of normal saline, 1 ml. being 
given hourly or 3-hourly for 3 to 4 weeks. The sputum 
was cultured in each case and the sensitivity of the 
organisms to penicillin determined. 

A group of 42 patients was treated in this manner. 
Complete cessation of symptoms and abolition of cough 
were obtained in 19 patients; in 14 there was relief with 
no constitutional symptoms and little or no expectoration; 
and in 8 there was little change. In some of the patients 
who were markedly improved the bronchographic 
picture showed no change. All the patients were follow- 
ed up for at least a year. Of the 33 in whom improve- 
ment was noted only 9 maintained the improvement 
without recurrence; the other 24 patients had 34 recur- 
rences in all. The organisms found at the time of 
recurrence wefe not the same as those present before 
treatment, indicating that a new infection had taken 
place in the diseased bronchi. In almost all cases no 
significant level of penicillin in the blood was obtained, 
although high blood levels have been observed in normal 
patients inhaling similar concentrations of penicillin. 
This is considered to indicate-that the pathological 
changes in the bronchi prevented absorption into the 
blood, and that the good clinical results and disappearance 
of organisms from the bronchial tree were due solely to 
topical action of the inhaled penicillin. The concentra- 
tion of penicillin in the nebulized solution did not appear 
to be an important factor, nor did the frequency of 
administration seem to be of the degree of importance 
that would be expected. The sensitivity of the organism 
to penicillin played the most important part in determining 
the result of treatment. : 

Reference was made in the discussion to the important 
contribution’ to the subject of inhalation therapy by 
Olsen in his report (Proc. Mayo Clinic, 1946, 21, 53) 
on the combined use of streptomycin and penicillin 


and the excellent results obtained by this means. Since 
these cases of long-standing and intractable bronchi- 
ectasis have responded to inhalation therapy the method 
can be extended to all bronchial and bronchopulmonary 
infections. The limitations of inhalation therapy are 
those of the aia agent “and not of the 
technique. J. R. Bignall 


589. Antibacterial Precipitating Antibodies in Group A 
Hemolytic Streptococcus Sore Throat 

L. A. Rantz and E. RANDALL. American Journal of 
Medicine {Amer. J. Med.| 2, 551-567, June, 1947, 56 
refs. 


Precipitin tests were carried out on the sera from 335 
cases of streptococcal infection of the throat in young 
men. In each case serum and an equal amount of 
antigen solution were drawn into sterile capillary tubes. 
The tubes were then incubated for 24 hours at 36°C.,, 
and placed in the cold room at 2°C. for one week. 
‘During this time if the antibody was present, a precipitate 
formed, and settled to the bottom of the tube, where it 
was easily seen. Saline controls were rarely Positive. 

Two antigens were used, described as “x” and “c”, 
“XxX”? antigen has always been found in acid quate of 
smooth strains of Group A streptococci, and is well pre- 
served after removal of the*group carbohydrate ** c”’ by 
alcohol precipitation. The antigen could not be detected 
if the extract were diluted 1 in 50, although “m” 


substance formed precipitates with specific sera at 


dilutions of 1 in 1,000. To prepare the antigen, smooth 
type 17 haemolytic streptococci derived from 100 litres 
of veal infusion neopeptone broth were extracted and 
purified by Lancefield’s method. The resulting material 
was precipitated in the presence of 3 volumes of 95% 
alcohol and the precipitate recovered in 40 ml. of normal 
saline. One volume of 95% alcohol was added to the 
material and the precipitate was removed in the centrifuge 
and discarded. Two more volumes of alcohol were now 
added to the supernatant, and the resulting precipitate 
was recovered in 40 ml. of normal saline, preserved in 
** methiolate ’’ of 1 in 10,000 concentration, and used for 
the tests. The “‘c” antigen consisted of group-specific 
carbohydrate obtained from Group A streptococci by 
Fuller’s method. This was dissolved in normal saline 
of a concentration of 0-025 mg. per ml. for use in the tests. 

In the case of acute sore throat, anti-x antibodies were 
found in 13-8°%% and anti-c antibodies in 12-8% of 327 
cases. The antibodies were present simultaneously in 
6-4% of cases, in sera taken at the onset of the disease. 
Where, however, these antibodies were not present at the 
beginning, they were found to have developed by the 
fourth week in 25% in the case of anti-x antibody, and 8% 
in the case of anti-c antibody. At the same time the 


antistreptolysin titre was estimated; a significant value . 


was obtained in many cases in which both the anti-x and 
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RESPIRATORY DISORDERS 


anti-c antibodies were present, either separately or 
together, from the beginning of the streptococcal infec- 
tion. The authors take this to mean that the presence of 
these antibodies does not confer resistance against 


infection, since the antistreptolysin response means that 


tissue invasion has already taken place. 

No correlation was found between the presence or 
absence of the antibodies and the clinical course of 
the illness, but there was a definite relation between the 
occurrence of these antibodies and the development of the 
late non-suppurative complications of the post-strepto- 
coccal state. Thus, the anti-x antibody was demon- 
strated at the onset of the streptococcal respiratory 
disease or during the course of convalescence in 15 out of 
18 cases of post-streptococcal arthritis, and a similar 
correlation was found in the case of post-streptococcal 
carditis. The anti-c antibody, however, was not dis- 
covered more frequently in complicated than in un- 
complicated cases. 

The authors think that the “x” antigen may be the 
sensitizing antigen in the rheumatic state, or, if this is 
not so, the presence of its antibody in these cases may 
merely reflect a general increase of immunological 
response to streptococcal products. R. B. Lucas 


590. The Epidemiology of Acute Respiratory Infections 
Conditioned by Sulfonamides. VIII. Effect of Sulfa- 
diazine on Nasopharyngeal Carriers of Hemophilus 
influenzae, H. hemolyticus and Neisseria 

M. SIEGEL. American Journal of Hygiene [|Amer. J. Hyg.] 
46, 149-161, Sept., 1947. 41 refs. 


The author has continued his study of the effects of the 
injection of sulphonamides on the bacterial flora of the 
upper respiratory tract, and in this paper he gives a 
detailed account of the action of sulphadiazine on 
nasopharyngeal carriers of Haemophilus influenzae, H. 
haemolyticus, and Neisseria. Two groups of feeble- 
minded children who lived in special homes were 
selected, and a pretiminary bacteriological survey showed 
that all were carriers of H. influenzae and Neisseria, and 
that at least 71% harboured H. haemolyticus. These 
organisms were recovered by means of selective media 
containing penicillin, so that the penicillin-sensitive flora 
was eliminated. 

A daily dose of 1 g. sulphadiazine per kilo of body 
weight for the first 9 weeks, and 2 g. daily for the tenth, 
was given to 10 children, and the cultural data yielded by 
this series were compared with those obtained from 10 
untreated children living in the same dormitory. The 
study was later extended to a further series of 40 children. 
While the children in the control groups continued to 
have positive H. influenzae cultures, some of those in the 
treated group gave negative results, and in others there 
was at first a definite reduction in the number of colonies 
present, but as the organism acquired resistance to the 
sulphonamide they reappeared in increasing numbers. 
Chemotherapy had much more effect on H. haemolyticus, 
which during administration of the drug disappeared 
from the nasopharyngeal cultures, but later reappeared 
when the drug was withheld. The strains of Neisseria 
were classified in order of prevalence as N. sicca, N. flava, 
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and N. perflava; chemotherapy did not in any way 
diminish their numbers. J. Smith 


See also Abstracts of World Medicine, 1947, 2, 22. 


591. Lipoid Pneumonias. (Las neumopatias aceitosas) 
M. S. Dreyer. Revista Clinica Espafola (Rev. clin. 
esp.| 25, 25-32, April 15, 1947. 14 figs. 


Lung lesions may result from the aspiration of any 
fatty or oily substance as well as kerosene and benzine. 
An acute disease results from the single aspiration of a 
large quantity, while repeated small doses produce more 
insidious changes. The author describes 2 illustrative 
cases. Achild of 3 breathed in kerosene as “ flit’; early 
symptoms were gastro-intestinal, followed by a pneu- 
monic disease with sero-sanguineous frothy gelatinous 
sputum, pleurisy, and later pleural effusion; recovery 
began after 7 to 8 days. The other patient, a doctor, 
had for many years been using oily nasal drops containing 
menthol for sinusitis, After 8 years he submitted to 
drainage of his sinuses, but continued to have symptoms 
of bronchitis and emphysema. Five years later the true 
cause of his chest symptoms was revealed by finding oily 
droplets, which stained with osmic acid, in his sputum. 
Lipoid pneumonia should be considered when a chest 
condition presents a chronic, indefinite, and variable 
clinical and radiological picture. Prognosis is bad; 
cure is impossible and patients are liable to fatal cardiac 
or pulmonary conditions. 

An experimental study of lipoid pneumonia was carried 
out on 156 rabbits. Acute lesions were produced with 
3 to 4 ml. of oil, chronic lesions with 1 ml. repeated 
every 4to 7 days. The total mortality among the animals 
was 60%, but varied according to the substance used 
from 60 to 70% for kerosene, liquid “ vaseline ’’, and 
cod-liver oil, to 57% for milk, 33% for olive oil, and 25% 
for castor oil [number of rabbits in each group not 
stated]. These figures indicate that the vegetable oils are 
relatively less toxic but not harmless. The pathological 
changes begin with an acute haemorrhagic inflammation 
with necrosis; this subsides after a” week in many 
animals. Pulmonary fibrosis may follow. Emphy- 
sematous changes are particularly marked with kerosene. 
Histologically the first stage is one of congestive alveolitis, 
followed by a picture of lipoid infiltration at 5 to 7 days. 
Foam cells appear later and fill the alveoli. Resolution 
or fibrosis may then follow. Repeated small doses of 
the oil lead to an interstitial sclerosis, which is similar for 
vegetable, animal, and mineral oils. Kerosene provokes 
a necrotizing alveolitis. Radiological changes became 
clear-cut only after 4 to 10 days, and were most marked 
with kerosene. Abnormal changes in the acute condition 
had practically disappeared after 15 days, but chronic 
lesions gave rise to more definite radiological changes. 

L. P. R. Fourman 


592. Lung Calcifications and Histoplasmin-tuberculin 
Skin Sensitivity 

L. W. Sontac and J. E. ALLEN. Journal of Pediatrics 
[J. Pediat.] 30, 657-667, June, 1947. 2 figs., 7 refs. 
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593. Aetiology and Pathogenesis of Vincent’s Angina 


- and of Ulcero-membranous Stomatitis. (Zur Aectiologie 


und Pathogenese der Vincent’schen Angina und der 
Stomatitis ulceromembranosa) 

N. Metczer. Dermatologica [Dermatologica, Basel] 
94, 13-24, 1947. 9 figs., 39 refs. 


The author believes that he has isolated a filterable virus 
living in symbiosis with non-specific organisms in 
phagedaena, progressive gangrenous ulceration after 
operations or sepsis, and, in particular, in Vincent’s 
angina. He considers that the virus is the primary 
cause of these conditions. In 26 cases of Vincent’s 
angina, smears stained by Hagemann’s method showed 
elementary bodies (mostly extracellular). The material 
from these lesions was auto-inoculated and transferred to 
healthy individuals and animals. Whereas the animals 
appeared to be refractory, intradermal injections in 
human beings were successful in 70% of cases. Within 
24 to 48 hours an erythematous rash appeared, became 
infiltrated and pustular, and started to discharge spon- 
taneously on the third to fourth day. At first numerous 
fusiform bacilli, spirochaetes, spirillae, and a few ele- 
mentary bodies were seen. While the number of ele- 
mentary bodies increased day by day the number of other 
organisms decreased, until they were almost entirely 
absent by the sixth to tenth day. The necrotic process, 
however, continued. The same process was observed 
when penicillin, acriflavine, or neoarsphenamine was 
used for treatment. The virus is similar to that pre- 
viously found by the author in phagedaena; the size of 
the elementary body is that of the body in cow-pox, but 
polymorphism is often seen during the healing stages. 
The pus was filtered through Berkefeld V filters and the 
bacteria-free filtrate inoculated, with entirely negative 
results; combined with a staphylococcal suspension 
(which by itself was ineffective), the inoculum caused in 
most cases a phagedaena-like ulcer. If material from 
pyogenic skin lesions (such as ecthyma and boils) was 
inoculated with the virus suspension, a phagedaena-like 
lesion developed. It is concluded that the virus is 
identical with or at least similar to that found in phage- 
daena, and that Vincent’s angina, like the other necrotic 
processes, is caused by mixed infection with a virus and 
bacteria. G. W. Csonka 


STOMACH AND INTESTINES 


594. Histamine in the Treatment ‘of Peptic Ulcer 
B. M. BERNSTEIN. Annals of Internal Medicine [Ann. 
intern. Med.} 26, 852-857, June, 1947. 11 refs. 


In complete contradiction to the dictum that “ neutral- 
ization of acid is necessary for the treatment of peptic 
ulcer” the author devised a plan of treatment with 
histamine, a potent acid-stimulating and vasodilating 
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agent, 75 patients forming the basis of the study. All had 
proven gastric, duodenal, or anastomotic ulcers. No 
treatment other than histamine was given except for some 
trifling instances, where a little belladonna was employed, 
All the patients had chronic ulcers and were disabled, 
All were placed on a liberal bland diet with frequent 
feedings. Treatment consisted of twenty or more daily 
injections of 0-2 mg. of histamine phosphate, and the 
following is a summary of the results. One patient’s 
symptoms were made worse, 62 had relief from pain early 
in the course, 7 secured relief towards the end of the 
course, and in 5 symptoms were unchanged during 
treatment but became worse soon after the course. 

The author maintains, of course, the customarily 
expressed caution in the interpretation of his results, but 
points out [quite fairly] the “ startling rapidity ’’ of the 
relief of pain; he believes that his results tend to show 
that the pain of ulcer may lie in vascular spasm, and its 
relief may be brought about by the relaxation of vascular 
spasm regardless of gastric acidity. [The abstracter 
finds this article of great practical and clinical interest 
and believes that more will be heard of the subject.] 

G. F. Walker 


595. The Nutritional State of Patients with Peptic 
Ulcer as measured by Vitamin Levels in the Blood and 
Urine 

D. Cayer and §S. Copy. Gastroenterology [Gastro- 
enterology] 9, 54-63, July, 1947. 2 figs., 18 refs. 


Two groups of patients were studied, one with peptic 
ulceration, and the other with no evidence of gastro- 
enteritis or other organic disease. None of the patients 
had had previous vitamin therapy. ° The experiments 
seemed to show that the patients with peptic ulcer were 
not deficient in vitamin A, nicotinic acid, or riboflavin; 
no real deficiency in vitamin C could be discovered. 

J. W. McNee 


596. Hepatic Dysfunction in Peptic Ulcer. Observations 
with the Hippuric-acid Test 

H. Powrak. Lancet [Lancet] 2, 131-134, July 26, 
1947. 3 figs., 47 refs. 


Oral hippuric-acid excretion tests were performed on 
68 male patients with peptic ulcer. Men with a long 
history and severe symptoms resistant to treatment or 
whose general condition was poor were preferred for 
study. Many of these patients had a lower excretion of 
hippuric acid than a control group, and in most instances 
the excretion was increased when the patient’s general 
condition improved. No other tests of liver function are 
recorded and no details of the clinical condition of these 
patients are given, but the author concludes that they had 
a tendency to depressed liver function, the impairment 
being greater in the active phase of the disease. Possible 
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causes of this dysfunction are discussed, and it is sug- 
gested that hepatic dysfunction, irrespective of its cause, 
and probably reflecting a disturbance in general meta- 
bolism, may lower the resistance. of the gastro-duodenal 
mucosa. The importance of measuring liver function 
before operation is emphasized. Christopher Hardwick 


597. The Effect in Vivo of Sodium Alkyl Sulfate on 
Peptic Activity 

E. R. BREITWIESER. 
9, 81-86, July, 1947. 


Gastroenterology [Gastroenterology] 
4 figs., 7 refs. 


Experiments were carried out on 4 subjects only—2 
normal volunteers and 2 with peptic ulcer. The author 
rightly states that it is impossible to arrive at any definite 
conclusions from the small numbers studied. The 
administration of sodium alkyl sulphate (a synthetic 
detergent mixture of sodium lauryl, palmityl, stearyl, and 
oleyl sulphates) seemed to decrease the peptic activity of 
the gastric contents, but only for the short period of 30 to 
45 minutes. In one subject marked nausea and diar- 
rhoea occurred, but his ulcer pain was not relieved. It is 
clear that this substance is not likely to be of value in 
gastro-enterological treatment. J. W. McNee 


598. An Attempt to Identify Likely Precursors of Gastric 
Cancer 

D. Strate, R. L. VARco, and O. H. WANGENSTEEN. 
Journal of the National Cancer Institute [J. nat. Cancer 
Inst.| 7, 379-384, Aprik, 1947. 18 refs. 


Experience suggested that the following groups of 
people are more liable to gastric cancer than normal 
subjects: (1) achlorhydric patients, (2) those with gastric 
polyp, (3) those with pernicious anaemia, and (4) relatives 
of patients with gastric cancer. Gastric analyses were 
performed on 1,253 patients over the age of 50. Three 
successive doses of 0-5 mg. histamine were given to stimu- 
late gastric secretion and Topfer’s reagent was used to test 
for free hydrochloric acid; quantitative estimations 
were made with 0-1 N sodium hydroxide and Topfer’s 
reagent and phenolphthalein as indicators. In patients 
thus shown to: be achlorhydric, gastroscopic and x-ray 
examinations were carried out (usually fluoroscopy after 
ingestion of barium, and routine and spot films for record 
or assistance in diagnosis). 

Of the total 1,253 patients, 238 were achlorhydric after 
three successive doses of histamine, 67 after two doses, 
and 45 after one dose; a further 20 patients were hypo- 
chlorhydric after three doses, with less than 20 degrees 
of free acid. In these two groups of patients there were 
2 patients with carcinoma and 10 with gastric polyps 
(a third carcinoma was missed through misinterpretation 
of the radiographs); 5 out of 84 achlorhydric patients 
previously studied by Wetherby were also found to 
have gastric polyps. X-ray examination was carried out 
in 79 patients with pernicious anaemia but no gastric 
carcinomata were found. Gastric carcinoma seemed to 
be commoner in relatives of patients with this disease 
than in relatives of patients with non-cancerous disease 
of the gall-bladder, haemorrhoids, carcinoma of the 
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rectum, and hernia, but the, difference was not statistic- 
ally significant. One source of error is that patients with 
gastric cancer are more likely to be aware of the same 
disease in their relatives than patients with other diseases. 
Of 40 patients with occult blood in the stools 34 under- 
went radiological examination but no unsuspected 
gastric cancer was found, and the same was true of 
10 patients with haemoglobin values under 11 g. per 
100 ml. in whom x-ray investigation was carried out. 
Raymond Whitehead 


599. Achylia Gastrica in Recent Years. 
gastrica in den letzten Jahren) 

H. B6ttner. Medizinische Klinik [Med. Klinik] 42, 
104-108, Feb., 1947. 2 figs., 16 refs. 


In Germany during the years 1939 to 1945 there was a 
marked increase in the number of cases of achylia 
gastrica. The present work is based on investigations of 
2,449 test meals carried out at the Medical Clinic of the 
University of Marburg. The percentage of cases of 
achylia rose from 5°6% in 1939 to 21-7% in 1945, roughly 
a fourfold increase on the pre-war figures. This increase 
is related almost exclusively to functional disturbances of 
gastric juice secretion with a dietetic and psychological 
basis. Protein rationing and psychological upsets due to 
war are cited among the causative agents. The primary 
constitutional achyliae as well as those symptomatic of 
organic disease did not show any relevant increase. 
Carcinoma of the stomach and pernicious anaemia, for 
example, both of which are often associated with achylia, 
were not responsible for any increase in the number of 
cases. The shift in age incidence of the population as a 
result of the “ call-up ”’ of men eligible for military service, 
as well as the relative preponderance of women, had no 
influence on the results. Thus, the average age incidence 
of achylic subjects investigated during that particular 
period showed only minimal fluctuations; it was 
roughly 48°6 years. 

[The author appears to use the term achylia to cover 
cases of achlorhydria as well as cases in which there is 
lack of gastric secretion.] H. Jaslowitz 


(Die Achylia 


600. Large Flat Ulceration of the Stomach. (La grande 
ulcération plate de l’estomac) 

M. MoutierR and A. Cornet. Archives des Maladies de 
l’ Appareil Digestif [Arch. Mal. Appar. dig.| 36, 255-262, 
May-June, 1947. 5 figs., 1 ref. 


Five patients with vague gastric symptoms and 
indefinite radiological findings are described, in whom 
gastroscopy revealed the presence of a large superficial 
single ulcer (diameter 1 to 4 cm.), usually in the neigh- 
bourhood of the angulus. The erosions were flat— 
that is to say, level with the surrounding mucous mem- 
brane—and appeared to invoive only the mucous 
membrane and not the deeper structures. The edges 
were well-defined, afd neither raised nor undermined. 
The ulcerated area appeared to be covered with a 
whitish false membrane ”’. Peristalsis in the neighbour- 
hood of the lesion was unaffected. The surrounding 
mucous membrane was normal, and in most cases the 
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rest of the stomach was, healthy. With treatment 
[unspecified] the ulcers rapidly disappeared—in one case 
in a fortnight—and the patients apparently recovered. 
One patient was submitted to gastrectomy, but no ulcer 
could be found in the resected stomach. In the absence 
of histological data the authors can only speculate upon 
the nature of these erosions which they consider constitute 
an entity distinct from the more usual gastric ulcers. 
John R. Forbes 


601. A Rare Anatomical and Radiological Form of 
Cancer of the Stomach Difficult to Diagnose in its Early 
Stages: Mucoid Epithelioma without Ulceration or 
Sclerosis. (Une forme anatomoradiologique du cancer 
gastrique, rare et de diagnostic precoce difficile: I’épithé- 
lioma mucoide sans ulcération ni sclérose d’accompagne- 
ment) 

G. ALBot, G. Marquis, and A. Tricarp. Archives des 
Maladies de L’ Appareil Digestif [Arch. Mal. Appar. dig.] 
36, 238-254, May-June, 1947. 13 figs., 9 refs. 


In previous publications the authors have studied 
intensively the anatomical changes which underlie the 
radiological signs of early cancer of the stomach. They 
emphasize that the pathological processes which produce 
radiological evidence of cancer in the earliest stages are 
submucous infiltration with fibrosis and ulceration. 
The former is the more important. The presence of 
vegetations, though important at a later stage of evolution 
of the growth, is not of much diagnostic value at its 
inception. 

In this paper the authors summarize their methods of 
radiological diagnosis, which include a close study of the 
characters of the gastric mucosal folds by compression 
methods, particularly after the administration of mor- 
phine. The hypertonus of the muscularis mucosae 
induced by the drug is said to be helpful in showing up 
abnormal patterns. 

The sclerosing and ulcerating form is by far the com- 
monest type of gastric cancer, and the authors find that 
practically every case of cancer which they have been able 
to diagnose early—with resultant successful operation— 
has been of this type. There is, however, a rare form of 
non-ulcerating, non-scirrhous, mucoid epithelioma which 
is much more difficult to diagnose because there are no 
radiological signs until late. Two cases are described in 
detail, in which operation eventually disclosed an 
extensive growth of this type, although radiological signs 
had been minimal. In the second case even gastroscopy 
showed little that was abnormal, though 3 months later 
the growth was found to involve almost the whole of the 
stomach. Nevertheless, the authors believe that with 
further experience of this type of case, gastroscopy should 
prove the most important diagnostic method. 

John R. Forbes 


602. Gastric Secretion in Relatién to the Site of the 
Gastric and Duodenal Ulcer. (La secrezione gastrica in 
rapporto alla sede dell’ulcera gastrica e duodenale) 

A. Beretta. Giornale Italiano di Chirurgia [G. ital. 
Chir.) 3, 413-432, Aug., 1947. 5 figs., 9 refs. 
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603. A Study on the Gastric Sediment. [In English] 
J. H. Tomentus. Acta Medica Scandinavica [Acta med. 
scand.] Suppl. 189, 1-198, 1947. 29 figs., Bibliography, 


604. Observations on Duodenitis. (Consideraciones 
sobre duodenitis) 

J. Moraes Diaz. Gaceta Médica Espafiola [Gac. méd. 
esp.] 21, 233-242, June, 1947. 13 figs., Bibliography. 


The author believes duodenitis to be a common and 
serious disorder. He quotes 4 illustrative cases thus 
diagnosed and discusses at length his views on this 
disease. By reason of its position and fixation he 
believes that the duodenum is exposed to mechanical 
trauma particularly from intestinal movements and 
movements of the diaphragm and abdominal wall. 
Persistent vomiting is especially liable to produce 
duodenitis. Other aetiological factors are chemical 
traumata from gastric, hepatic, and pancreatic secretions, 
disorders of mastication, upper respiratory catarrh, focal 
sepsis, and appendicular sepsis. Autonomic imbalance, 
duodenal spasm, and chronic duodenal stasis are less 
important factors. In its evolution the disease passes 
through stages of catarrhal duodenitis, erosive duodenitis, 
and haemorrhagic duodenitis, finally going on to sclerosis 
with periduodenitis. 

Individual symptoms are indefinite and. variable. 
Appetite may be poor, hunger pain is not characteristic, 
and no particular foods affect the pain in any predictable 
manner, though food and alkali sometimes relieve it. 
Hyperacidity is inconstant, epigastric tenderness doubtful 
or absent. Disorders of gastric emptying and mobility 
are common. A long history of mild and recurring 
abdominal discomfort may be interrupted by dramatic 
episodes of haematemesis and acute abdominal colic, 
and the patient becomes wasted and toxic. Radiation 
of the pain to the right shoulder causes confusion with 
hepatic disease and to the right iliac fossa with appendi- 
cular or renalcolic. The prone and right lateral positions 
often give relief, presumably by aiding duodenal emptying. 
Vomiting, when it occurs, is unusually copious and partly 
due to the swallowing of saliva, which is secreted in 
excessive amounts. Stomach secretion is also increased, 
due to vagal overactivity and congestion of the mucosa. 
The vagal overactivity is itself a reflex phenomenon and 
gives rise to lassitude, slow pulse, pupillary constriction, 
and drooping eyelids. Excessive mucus secretion causes 
diarrhoea. The stools often contain occult blood. 
Radiologically, indications may be found of periduo- 
denitis; irregular emptying, irritability, repeated anti- 
peristaltic waves, and thick mucosal folds indicate 
duodenal inflammation. The presence of ulcer must be 
excluded. Finally, where possible, duodenal intubation 
should also be performed. 

Treatment is indicated in the case histories; attention 
to sepsis, particularly oral and nasal, and use of anti- 
spasmodics were apparently successful. ; 

[The author brings forward little objective evidence in 
support of his views, and it seems likely that some of his 
patients may have been suffering from conditions more 
widely recognized than duodenitis.] L. P. R. Fourman 
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605. Lysozyme Content of the Stomach and its Possible 
Relationship to Peptic Ulcer 
K. Meyer, J. F. PRUDDEN, W. L. LEHMAN, and A. STEIN- 
perG, Proceedings of the Society for Experimental 
Biology and Medicine [Proc. Soc. exp. Biol., N.Y.) 65, 
720-221, June, 1947. 3 refs. 


606. Hepatic. Cirrhosis as a Complication of Chronic 
Ulcerative Colitis 

H. J. TuMEN, J. F. MONAGHAN, and E. Joss. Annals of 
Internal Medicine [Ann. intern. Med.} 26, 542-553, April, 
1947. 16 refs. 


Of a series of 151 patients with chronic ulcerative 
colitis 5 were found to have definite liver disease, 4 of 
whom had the clinical signs of hepatomegaly, ascites, or 
jaundice. The diagnosis of cirrhosis was satisfactorily 
established by peritoneoscopy and, where possible, liver 
biopsy. The most striking biochemical finding was a 
low level of serum albumin, which was thought to be due 
to liver disease because the level failed to rise in response 
to appropriate therapy. One patient only was alcoholic, 
2 were young (aged 14 and 23 years), and all deyeloped 
the cirrhosis after the appearance of the colitis. It was 
therefore considered that the cirrhosis was a complication 
of the ulcerative colitis, probably a consequence of 
nutritional deficiency of protein and vitamins and 
possibly aggravated by toxaemia. H. V. Morgan 


607. Fat Absorption in Tropical Sprue 

D. A. K. BLack, J. P. BouND, and L. P. R. FouRMAN. 
Quarterly Journal of Medicine [Quart. J. Med.] 16, 
99-109, July, 1947. 15 refs. 


This work forms part of an extensive study of sprue 
being carried out at the Central Military Pathology 
Laboratory, India. The authors have investigated 28 
patients with early tropical sprue by means of fat-balance 
experiments. They emphasize that the spontaneous 
variability of fat absorption in such patients is con- 
siderable, and that prolonged periods of experiment are 
necessary if valid conclusions are to be drawn from them. 
They recommend periods of not less than 12 days. 
Results are expressed as “ percentage fat absorption ”’ 
over the period (percentage fat absorption 


_ total dietary fat —total faecal fat 
va total dietary fat 


The dietary fat intake in the experiments reported here 
was either 95 to 100 g., or 65 to 70 g. daily, depending on 
the patient’s tolerance. 

In the normal person at least 90% of fat is absorbed. 
In untreated cases of early sprue the authors found fat 
absorption to range from 51 to 85%. Parenteral 
nicotinic acid, 50 mg. 3 times a day, and riboflavin, 5 mg. 
3 times a day, produced neither clinical improvement nor 
increased fat absorption. Parenteral liver extract in 
fairly heavy dosage (4 ml. daily, after a loading dose of 
40 ml. spread over the first 4 days) produced rapid clinical 
improvement, but fat absorption did not increase for 
several weeks, and then only slowly. If, however, yeast 
extract (5 g. of “‘ vegemite’’ 4 times a day) was given by 


x 100). 
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mouth in addition, fat absorption improved much more 
rapidly. The authors believe that this is a dose-effect; 
the much larger amount of yeast which can be given by 


_mouth, as compared with the dose of liver by injection, 


is likely to contain more of whatever substance is active 
in improving fat absorption in sprue. Possibly part of 
the effect of yeast extract is due to its content of folic 
acid. John R. Forbes 


LIVER 


608. New Methods of Therapy in Cirrhosis of the Liver 
L. M. Morrison. Journal of the American Medical 
Association [J. Amer. med. Ass.| 134, 673-679, June 21, 
1946. 36 refs. 


This is a brief account of a group of 43 patients with 
cirrhosis of the liver, of whom 23 were treated before 
1940 by the older methods and 20 by an intensive com- 
bined therapeutic regime between 1943 and 1945. In- 
tensive treatment consisted of the daily ingestion of 2 g. 
of methionine and of choline chloride, an aqueous whole- 
liver extract with vitamin-B supplement, and a diet of 
maximal protein and carbohydrate and minimal fat 
content. Two years later 8 of the 9 patients in the second 
group who already had ascites when first treated were 
alive, compared with 3 out of 12 in the first group. 
Four of the patients with ascites in the second group 
had resumed normal activity within 2 years, compared 
with 2 out of 12 in the earlier group. J. W. McNee 


609. Cirrhosis of the Liver with Massive Hydrothorax 
D. G. McKay, H. J. SPARLING, and S. L. Rossins. 
Archives of Internal Medicine [Arch. intern. Med.} 79, 
501-509, May, 1947. 6 refs. 


Not infrequently small pleural effusions are found in 
cases of cirrhosis of the liver. In this communication 
the authors consider 6 cases having a non-infected hydro- 
thorax of more than 500 ml. with the characteristics of 
a transudate, and cirrhosis of the liver uncomplicated by 
any other disease which may produce hydrothorax. 
The rarity of this combination and the perplexity of the 
diagnostic problem it presents are stressed. The precise 
mechanism of the accumulation of the pleural fluid is 
thought to be obscure. Christopher Hardwick 


610. Needle Biopsy of the Liver 

F. W. Horrsauer. Journal of the American Medical 
Association [J. Amer. med. Ass.| 134, 666-670, June 21, 
1947. 3 figs., 25 refs. 


This is a review of the literature relating to needle 
biopsy of the liver; the methods employed by various 
investigators are discussed. The Silverman split needle 
is considered in detail. It is pointed out that the method 
is not without risk, the chief danger being haemorrhage. 
The author claims that the anterior subcostal approach 
is satisfactory if the liver is definitely enlarged and easily 
palpable. If the liver is not enlarged the author advises 
peritoneoscopy with creation of a tense pneumo- 
peritoneum. In this way, the surface of the liver 
can be seen; a scrutiny is often sufficient for diagnostic 
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purposes if there is obvious cirrhosis or secondary 
carcinoma. If diagnosis remains uncertain and biopsy 
is necessary, the Silverman needle can be guided easily 
by the light to the anterior surface of the liver and the 
puncture carried out. It is pointed out that the rather 
complicated technique of combined peritoneoscopy and 
puncture should only be undertaken in a fully equipped 
operating theatre. J. W. McNee 


611. Protein Depletion and Hepatic Function in the Dog. 
Rationale of Methionine in Therapy 

L. L. Mitter, C. A. RoGers, B. G. LAMson, and M. W. 
LAMBiE.. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 214, 84-88, July, 1947. 28 refs. 


It is now generally accepted that protein depletion 
renders the liver more susceptible to damage by hepato- 
toxic agents and that methionine and cystine are the 
specific protein factors which will protect susceptible 
animals. The liver of protein-depleted dogs is relatively 
more deficient in sulphur than in nitrogen, and this ratio 
is restored by methionine or cystine. In dogs with pro- 
tein depletion as a result of 8 to 10 weeks’ maintenance on 
a very low protein diet, adequate in calories, vitamins, 
and choline, there were no significant changes in bilirubin 
clearance or in ability to form prothrombin. This is in 
distinct contrast to the greatly increased susceptibility of 
the protein-depleted dog to hepatotoxic agents such as 
chloroform. A high-fat, low-protein diet deficient in 
choline, however, is associated with early impairment of 
bilirubin clearance. The nitrogen-sparing action of 
methionine supplements in the dog is apparent only 
where protein is relatively low, and virtually no effect is 
seen where the diet already contains large amounts of 
methionine as protein. 

The findings suggest that methionine should be 
prescribed unhesitatingly for patients with acute toxic 
hepatitis where the diet has been, or necessarily must be, 
quantitatively depleted in protein or qualitatively poor in 
sulphur-containing protein. T. Semple 


612. An Investigation of the Rhythmic Metabolism of 
the Liver with the Help of Radio-active Phosphorus. 
[In English] 

C. A. EKMAN and H. HOLMGREN. Acta Medica Scandi- 
navica [Acta med. scand.] Suppl. 196, 63-74, 1947. 
29 refs. 


Previous work had shown that in different animal 
species there were maxima and minima throughout the 
24 hours in the glycogen content of the liver. In order 
to follow these changes more closely the authors used 
radioactive phosphorus P** and measured its rate of 
uptake at different times of day into the phosphate 
compounds of the liver concerned in glycogen meta- 
bolism. 

Male white rats were used in the experiments in two 
main groups; one group was allowed to feed freely 
throughout the experiment and the other was starved for 
24 hours before death. Animals were killed at 2 a.m. 
and 2 p.m., after injection intraperitoneally with 
Na,HPO,, containing P**?, one hour before death. 


Pieces of liver were removed immediately after death for 
analysis of glycogen and various phosphate fractions, 

In the group allowed food the liver glycogen content 
was significantly higher in the rats killed at night than in 
those killed at 2 p.m.; the uptake of radioactive phos. 
phorus was found to be less during the day than durj 
the night in the non-acid soluble phosphate fraction 
whereas it was much greater during the day than at 
night in that portion of phosphate reléased after 19 
minutes and 180 minutes of hydrolysis with a normal 
solution of hydrochloric acid. The authors consider 
after reviewing some of the literature, that this latter 
phosphorus is derived from various intermediate pro. 
ducts of carbohydrate metabolism. They conclude that 
these results show clearly that there is a rhythm of 
carbohydrate metabolism in the liver, activity being 
greatest during the day and least at night. 

In the starved animals the differences obtained were 
not nearly so marked, the only significant differences 
being in the radioactive phosphorus content of the non- 
acid soluble phosphate and of the phosphate released after 
hydrolysis for 10 minutes with N. HCl. The former 
was greater in those animals killed at night and the latter 
was greater in those killed in the day. The authors 
consider, however, that even in the starved animals the 
rhythmic difference exists in liver metabolism, and that 
this therefore takes place independently of exogenous 
factors. G. A. Smart 


613. Jaundice in Relation to Cirrhosis of the Liver 

S. KIMBALL, W. H. C. CHAppLe, and S. SANEs. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
134, 662-666, June 21, 1947. 2 figs., 6 refs. 


An analysis is made of 143 cases of decompensated 
cirrhosis of the liver, chiefly in chronic alcoholics. Of 
these, 57 were seen in the 5-year period 1936—40, and 86 
in the second period from 1941-5. The diet in the 
second group was considerably changed, a high-protein, 
high-vitamin, and low-fat diet being employed. The 
mortality in the second group was three-quarters that in 
the first, and the survival time two to four times greater. 
One curious point emerged in the analysis—namely, that 
in the second group, in which both treatment and 
prognosis were better, clinical jaundice occurred twice 
as often. No adequate explanation can at present be 
given, although various suggestions are considered. 

J. W. McNee 


614. Antecedent Jaundice in Cirrhosis of the Liver 

R. Howarp and C. J. Watson. Archives of Internal 
Medicine [Arch. intern. Med.] 80, 1-10, July, 1947. 
1 fig., 19 refs. 


Careful analysis of several groups of patients, some 
with cirrhosis of the liver and some with clear histories of 
acute hepatitis, reveals that in certain cases acute 
hepatitis with jaundice runs a chronic or recurrent 
course, ultimately leading to the full clinical picture of 
cirrhosis. The proportion of cases which follows this 
course is small. On the other hand, hepatitis is a 
precursor of cirrhosis of the liver in a significant number 
of cases of the latter disease. G. F. Walker 
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THYROID GLAND 


615. The Skeletal Muscles in Hypothyroidism. (Los 
musculos estriados en el hipotiroidismo) 

A. Lanart. Medicina [Medicina, B. Aires] 7, 197-214, 
June, 1947. 4 figs., Bibliography. 


The author had in the past noted signs of hypothyroid- 
ism in cases of “‘hypertrophia musculorum vera” 
(myotonia acquisita) and set out to study the skeletal 
muscles in 30 patients with myxoedema. He found 
abnormalities of the muscles in some half of the cases. 
The muscles were bigger and firmer than normal, and 
showed an increased force of contraction in spite of the 
lassitude and weakness of which these patients complain; 
contractions were not better sustained than in normal 
subjects. The appearance of maximal contraction was 
delayed and relaxation was slow. The slow and stiff 
movements of these patients have led to comparison with 
Parkinsonism and myotonia congenita, but confusion 
can hardly arise. Reflexes were sluggish or absent and 
relaxation after contraction was slow. Affected muscles 
were painful and tender, and showed mechanical hyper- 
excitability, particularly myo-oedema on pinching. All 
abnormal signs were reversed by thyroxine treatment, but 
thyroxine (5 mg.) had no direct effect on the muscles in 
these patients when given intra-arterially. The myo- 
oedema normally observed in dogs disappeared after four 
weekly injections of 5 mg. 

The findings are contrasted with the muscle wasting 
and myasthenia of hyperthyroidism, where myo-oedema 
is not found. The mechanical hyperexcitability of the 
muscles in myxoedema is a sign of clinical value. 

L. P. R. Fourman 


616. New Aspects of the Action of Methylthiouracil 
B.Berpe. Nature [Nature, Lond.| 159, 748-749, May 31, 
1947. 3 refs. 


Evidence is presented to show that methylthiouracil 
inhibits not only the formation of thyroxine in the dog 
and rabbit but also that of thermothyrine A. Since the 
latter contains no iodine the action of thiouracil’ com- 
pounds cannot be exclusively an inhibition of iodinization. 

H. M. Adam 


617. The Effects of Pyridoxine and Folic Acid on 
Thiouracil-induced Granulopenia in Monkeys 

H. ARANow and E. D. GoxpsmitH. Yale Journal of 
Biology and Medicine [Yale J. Biol. Med.] 19, 995-998, 
July, 1947. 11 refs. 


Neither pyridoxine nor folic acid when given in 
conjunction with thiouracil corrected the granulocyto- 
penia produced in two monkeys by prolonged thiouracil 
administration.—[Authors’ summary.] 


618. The Effect of Thyroxine on Food Intake and 
Selection 

S. DONHOFFER and J. VoNoTzKy. American Journal of 
Physiology [Amer. J. Physiol.) 150, 334-339, Aug., 1947. 
4 figs., 13 refs. 


Groups of 10 white mice were provided with the choice 
of three foods each of which was entirely adequate 
nutritionally and consisted of one-third of a standard 
mixture and two-thirds starch, casein, or lard. Food 
consumption was measured daily, and the average 24-hour 
intake of a 20-g. mouse over three consecutive days 
recorded. Fourteen groups received daily 0-02 to 0-04 
mg. thyroxine subcutaneously for various periods. The 
animals were fed in the early morning and the oxygen 
consumption was determined in the afternoon. The 
rise inoxygen consumption to 50 to 100% above normal was 
followed after a lag of 3 to 6 days by increased food intake. 
With thyroxine administration the increased food intake 
was furnished mainly, if not entirely, by an increased 
consumption of starch. Whereas normally lard contri- 
buted some 80% of the total calories ingested, and starch 
only some 15%, with thyroxine 80% of the calories were 
furnished by starch and only some 15% by fat. 

C. C. N. Vass 


619. Thiouracils and Thioureas. Comparisons of the 
Absorption, Distribution, Destruction and Excretion 

R. H. WittiaMs and G. A. Kay. Archives of Internal 
Medicine [Arch. intern. Med.] 80, 37-52, July, 1947. 
4 figs., 33 refs. 


This is a study of the absorption and excretion of 
thiourea, thiouracil, and their more recently investigated 
associates, including the highly potent and relatively 
non-toxic 6-propylthiouracil and 6-cyclopropylthiouracil. 
[The article is a valuable contribution to the accumulating 
information on antithyroid drugs, but it does not, of 
itself, convey anything of immediate clinical utility.] 

G. F. Walker 


620. The Effect of Environmental Temperature on Food 
Selection 

S. DONHOFFER and J. VoNoTzKy. American Journal of 
Physiology [Amer. J. Physiol.] 150, 329-333, Aug., 1947. 
4 figs., 8 refs. 


Groups of 10 white mice were used, two of the groups 
serving as controls. The animals were allowed the choice 
of three food mixtures. One-third of the mixture 
consisted of a standard diet and two-thirds of either 
starch, casein, or lard, with water ad libitum; all diets 
were adequate. The daily consumption of food was 
measured. After preliminary observations at room 
temperatures for two or three weeks the experimental 
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groups were placed in a thermostatically controlled 
environment at 29° to 33°C. or 10° to 11°C. At low 
temperatures an increased food intake, representing 
some 20 to 40% increase in ingested calories, was 
observed; it was provided entirely by the starch diet. 
At high temperatures there was a decreased food intake, 
due largely to decreased ingestion of carbohydrate but 
partly to decreased ingestion of casein. It is suggested 
that changes in thyroid function may qualitatively 
regulate food intake. C. C. N. Vass 


621. An Evaluation of Alterations Produced in Lymphoid 
Tissues by Pituitary-Adrenal Cortical Secretion 

T. F. DouGuerty and A. Wuite. Journal of Laboratory 
and Clinical Medicine [J. Lab. clin. Med.| 32, 584-605, 
June, 1947. 10 figs., 90 refs. 


In Addison’s disease there is an increase in lymphoid 
tissue; conversely it has been shown that adrenal 
cortical extracts have a regulatory effect on the size of 
the thymus. The investigation reported here sets out 
to show the effect of the pituitary adrenotrophic hormone 
(adrenotrophin) on the lymphoid tissue. The experi- 
ments were carried out mostly on mice. An injection 
of 1 mg. adrenotrophin causes a rapid fall in the lympho- 
cyte count in the blood which reaches a minimum in 
9 hours; a normal level is regained within 24 hours. 
This lymphopenic effect is also seen in rats, dogs, and 
rabbits. It is dependent upon the presence of an intact 
adrenal cortex, and does not appear in adrenalectomized 
animals. A total adrenal cortical extract and cortico- 
sterone produced a similar lymphopenia, but desoxy- 
corticosterone acetate did not. The effect of the 
adrenotrophin is specific, and not just a protein effect; 
two other pure proteins—prolactin and serum gamma 
globulin—will not cause lymphopenia’ Histological 
study of lymphoid tissue in the thymus, spleen, lymph 
nodes, and Peyer's patches of animals killed at the height 
of the lymphopenic effect shows early dissolution of 
lymphocytes accompanied by marked oedema. By 
dissolution is meant a shedding of the cytoplasm which 
may not always proceed to pyknosis and disintegration; 
the cells with lost cytoplasm can regenerate cytoplasm 
and become normal lymphocytes. At this phase there 
are more macrophages than usual engaged in ingesting 
nuclear debris from degenerated lymphocytes. After 
9 hours the differentiation of lymphocytes from reticulum 
cells and the mitosis among lymphocytes are resumed, 
and after 24 hours the appearances are normal. This 
action of adrenal cortical steroids is limited to lympho- 
cytes. Experiments were undertaken to find out the 
effect of this lymphopenia on the blood proteins. A 
single injection of 3 mg. adrenotrophin into rats produces 
an increase of serum proteins 3 and 6 hours after injec- 
tion; normal values are found after 24 hours. Electro- 
phoretic studies show that the increase is limited to beta 
and gamma globulins. This agrees with the observa- 
tion that mice, rats, and rabbits immunized with a variety 
of antigens produce a higher level of antibody when 
given a daily dose of adrenal cortical extract. 

The authors consider that these results support the 
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view that lymphocytes are concerned in the production 
of immune globulins, and that this is done by sheddi 

of cytoplasm. The mechanism is under pituitary ang 
adrenal-cortex control in so far as the rate of production 
is concerned; antibody formation can, of course, con. 
tinue in some way in the absence of pituitary and adrenals 
They consider that stimuli known to cause transient 
lymphopenia probably act through this pituitary-adrena| 
controlling system and not by direct action on the 
lymphocytes, except in the case of known direct lymphoid 


poisons. They also consider that the number of lympho- © 


cytes in the blood and lymphoid tissues is normally 
under adrenal-cortical control. M. C. G. Israéls 


622. “Dry’’ Hypertension in Addison’s Disease. 


(L’hypertension séche au cours de la maladie d’ Addison) 
L. de GeNNgES, H. Bricarre, G. GERBAUX, and M. de 
Fossey. Bulletins et Mémoires de la Société Médicale 
des Hoépitaux de Paris (Bull. Soc. méd. Hép. Paris) 63, 
526-531, June 13 and 20, 1947. 31 refs. 


In cases of Addison’s disease treated with desoxy- 
corticosterone two types of hypertension are observed. 
The more frequent type is closely related to the retention 
of water and disappears when the supply of salt and 
cortin is decreased. The other type is not related to the 
retention of water, is not accompanied by oedema, and is 
independent of the amount of salt given. Four cases of 
the latter type are reported. In these the blood pressure 
increased from 80, 84, 95, and 127 mm. during treatment 
with cortin to values of over 200 mm. One patient 
died, but necropsy was not performed. The authors 
believe that patients with kidneys or a vascular system 
previously not quite normal are especially liable to 
develop this complication, and they suggest that in such 
cases the dosage of cortin, whether injected or implanted, 
should be kept as low as possible. H. Herxheimer 


623. Effect of Desoxycorticosterone and Insulin on the 
Degradation and Synthesis of Glycogen. (L’action de la 
désoxycorticostérone et de l’insuline sur la dégradation 
et la synthése du glycogéne) 

F. VERZAR and V. WENNER. Bulletin de la Société de 
Chimie Biologique [{Bull. Soc. Chim. biol.] 29, 304-306, 
Jan.—March, 1947. 9 refs. 


Diaphragm muscle from the rat was tested in vitro by 
Gemill’s technique (Bull. Johns Hopk. Hosp., 1941, 68, 
329). It was found that 0-005 to 0-01 mg. of desoxy- 
corticosterone per 100 mg. of muscle reduced the glyco- 
gen content of muscle from both suprarenalectomized 


and normal rats and that the glycogen-producing- 


activity of insulin was antagonized. This result is in 
harmony with the observation that the phosphorylation 
of glycogen, which is inhibited by suprarenalectomy, can 
be restored to normal values by desoxycorticosterone, but 
is at variance with the observation that cortin and 
desoxycorticosterone administered in vivo restore the 
glycogen level of suprarenalectomized rats to normal 
levels. 7 J. E. Page 
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Dermatology 


624. The Etiologic Role of lodized Table Salt in loderma. 
A Study Based on a Further Experience of Fourteen 
Years 

p, E. Becuet. Journal of Investigative Dermatology 
[J. invest. Derm.) 8, 409-417, June, 1947. 32 refs. 


The author states that severe ioderma and even death 
have followed the administration of iodine in minimal 
doses; he deplores the indiscrimate recommendation of 
jodized salt. He gives brief notes of the recorded case 
histories of 15 patients who have died from iodine or 
iodine poisoning, and emphasizes that, in 11, fatal disease 
began only after sub-medical doses of iodides had been 
taken for very brief periods. 

Three non-fatal cases of ioderma of the bullous type 
are described. In 2 the eruption was due to the taking of 
iodized salt; in the third the patient had used iodized 
salt for many years, but the eruption developed after a 
cough mixture containing an unknown amount of potas- 
sium iodide had been taken for 4 days. Of 240 patients 
with acne, 92 had taken iodized salt for several years; 
their acne was resistant to x-ray therapy but all the 
patients began to improve rapidly when the salt was 
discontinued and sodium chloride (8 to 15 g. daily by the 
mouth) was prescribed. R. M. B. MacKenna 


625. Cleansing of Sensitive Skin with Determination of 
the pH of the Skin Following Use of Soap and a Soap 
Substitute 

E. T. BERNSTEIN. Journal of Investigative Dermatology 
[J. invest. Derm.] 9, 5-9, July, 1947. 5 refs. 


The part played by soap in initiating, aggravating, and 
prolonging dermatitis is discussed. As a counter- 
measure the use of soapless detergents was investigated. 
The author concluded that among the most satisfactory 
is an acidified cake containing lauryl sulphoacetate 
dispersed in ‘* bentonite”? for skin cleansing, and a 
liquid containing aryl alkyl sulphonate for household 
cleansing. G. B. Mitchell-Heggs 


626. Allergic Eczematous Dermatitis Due to Dyes in 
Nylon Stockings. Cross-sensitization to para- Phenylene- 
diamine 

S. DopkevitcH and R. L. Baer. Journal of Investiga- 
tive Dermatology [J. invest. Derm.) 8, 419-420, June, 
1947. 4 refs. 


This is a brief account of an investigation of 10 
subjects suffering from “* stocking dermatitis’*. Patch 
tests showed no reaction to finished or unfinished, undyed 
nylon fibre. In 6 subjects there were “ primary irritant 
feactions”’ to certain ‘softeners’? or “ dispersing 
agents’’ used in the manufacture of the brands of 
stockings tested. In 1 there was a positive reaction to 
one of the “finishes ”’ used in stocking manufacture. 


Seven subjects were hypersensitive to 6 yellow and red 
dyes but were not affected by other yellow dyes or by 
blue and violet. All 10 subjects were strongly hyper- 
sensitive to 2% p-phenylenediamine in petrolatum, 
though this dye is not used in the manufacture of nylon 
stockings. The authors state that the yellow and red 
dyes are azo-dyes and that the cross-sensitization to 
p-phenylenediamine was probably based on group 
hypersensitivity to compounds of quinone structure. 
They conclude that the “ stocking dermatitis ’’ in the 
cases investigated developed as a result of sensitization 
to yellow and red dyes. R. M. B. MacKenna 


627. Experimental Aspects of Penicillin Sensitization. 
II. With Reference to the Schultz-Dale Phenomenon 

F. E. Cormia, G. M. Lewis, and M. E. Hopper. Journal 
of Investigative Dermatology [J. invest. Derm.) 8, 395-402, 
June, 1947. 3 figs., 9 refs. 


Recently published work has suggested that there is a 
possible relation between sensitization to penicillin and to 
superficial fungus disease. The present authors’ experi- 
ments, which are adequately described, confirm the work 
of McClosky and Smith (Proc. Soc. exper. Biol., N.Y., 
1944, 57, 270) that guinea-pigs can be sensitized anaphy- 
lactically to commercial sodium penicillin. In 50% of 
cases guinea-pigs can be sensitized to crystalline sodium 
penicillin. These sensitizations can be produced by a 
single intradermal or four daily intraperitoneal injections. 

Of 8 guinea-pigs infected with Trichophyton gypseum, 
5 were shown by Schultz-Dale tests to have developed 
anaphylactic reactivity to commerical or crystalline 
sodium penicillin. The authors regard this as conclusive 
evidence of a crossed reactivity in penicillin and tri- 
chophyton sensitizations, and claim to have confirmed 
the theory that shock-like reactions developing in man 
soon after commencing penicillin treatment are due to 
pre-existing sensitization by pathogenic fungi. They 
suggest that there is an antigen common to penicillin and 
T. gypseum. R. M. B. MacKenna 


628. The Fluorescein Pattern of Dermatoses 

F. HERMANN and N. B. KAnor. Journal of Investigative 
Dermatology [J. invest. Derm.] 8, 421-432, June, 1947. 
6 figs., 14 refs. 


Within 20 seconds of an intravenous injection of 
fluorescein every normal skin becomes fluorescent under 
long-wave ultraviolet irradiation; this fluorescence 
persists for 3 to 4 hours. The authors’ observations 
show that certain patterns of fluorescence can be distin- 
guished in different skin lesions. Each of these patterns 
is characteristic for a number of diseases, which other- 
wise are apparently unrelated. In urticaria, contact and 
atopic dermatitis, dermatophytosis, and certain other 
maladies hyperfluorescence appears rapidly in the lesions 
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but the affected skin becomes normal before the un- 
affected skin ceases to fluoresce. This indicates an 
increased rate of flow of the fluorescein through the 
affected parts. Delay in the onset of fluorescence and 
persistence in brightness occur in the vesicles of herpes 
simplex and zoster. This is explained by the inhibition 
of fluid exchange between the vesicles and the vascular 
trees. Lesions with passive congestion and venous 
stasis do not fluoresce. Patches of psoriasis are sur- 
rounded after the injection by hyperfluorescent areolae. 
This indicates increased capillary permeability but 
prolonged retention of the dye. The authors record 
other observations, and state that lesions which fluoresce 
brightly heal readily while dull lesions heal slowly. 
R. M. B. MacKenna 


629. Effect of “Gesarol’? (DDT) on the Acarus 
scabiei and on Scabies. (Die Wirkung des Gesarol 
(D.D.T.) auf den Acarus scabiei bzw. auf die menschliche 
Kratze) 

W. BRAUN and H. SCHUERMANN. Medizinische Klinik 
(Med. Klinik] 42, 319-322, April, 1947. 3 figs., 10 refs. 


The Swiss preparation “ gesarol”’ is, according to the 
authors, the original DDT. The authors tried a 
solution of gesarol (DDT) 4% in monoethyl ether 
ethylglycolate in the treatment of scabies. They 
investigated on microscope slides the effect of this 
solution on 400 isolated sarcoptes mites. The time of 
application varied from 5 to 40 hours. They also studied 
its effects when applied prophylactically before inocula- 
tion of healthy skin with live acari. The very thorough 
investigations showed that DDT in the above solution 
has a rather poor effect in the prevention of scabies. Its 
curative effect is by no means superior to that of benzyl 
benzoate emulsion; it appears that DDT solution, 
after one application, required 40 hours in order to kill 
all acari. F. W. Jacobson 


630. Contribution to the Treatment of Impetigo 
Herpetiformis (Hebra-Kaposi Type). (Contribution au 
traitement de l'impétigo herpétiforme du type Hebra- 
Kaposi) 

S. Teoporescou and A. Conu. Annales de Dermatologie 
et de Syphiligraphie [Ann. Derm. Syph., Paris] 250-254, 
July, 1947. 2 figs. 


The authors describe the clinical features and reaction 
to treatment in a case of impetigo herpetiformis. The 
patient, a tailor aged 45, noticed a few blisters on his right 
forearm a week before he was admitted to hospital. 
Subsequently more appeared and became confluent in 
places. Later, identical lesions appeared on the back of 
the right hand, on the arm, and in the axilla. At the 
same time the eyelids and the right retro-auricular region 
become swollen. Grouped pustules, varying in size 
from a few millimetres to 5 cm., were found on the back 
of the right hand and arm. At the elbow there was a 
crusted lesion with gyrate erythematous border resulting 
from confluence of smaller lesions. Small pustular 
elements and groups were also found in the right axillary 
region, left groin, and left forearm. There was a red 


tumefaction of the left eyelids and a similar discrete lum 
behind the right ear, the surface in both cases showin 
grouped miliary pustules. The lesions were painfyl but 
not itching. The patient was pale and wasted, his 
temperature was 102° F. (38-9° C.), and he had attacks of 
shivering. A blood count showed 4,000,000 red cells 
per c.mm. and a relative leucocytosis with 75°% neutrophil 
polymorphonuclear cells. The blood Wassermann 
reaction was positive, the patient being an old syphilitic. 
There was oliguria (700 to 800 ml. per day) with alby. 
minuria. No pathogenic organisms were isolated from 
the pustules. e 

Fresh lesions continued to appear and some of the 
larger old lesions became scabbed. From the eighth day 
sulphathiazole was given in doses of 4 g. daily for 5 days, 


A good effect was obtained at once and the general condi. - 


tion improved, fever having subsided by the fifth day, 
The lesions dried, crusts fell, and the swellings began to 
subside. Three days later, new lesions having appeared, 
another 5-day course of sulphathiazole was given and 
healing proceeded. Healing was completed 25 days after 
admission, a further relapse yielding to 2 days’ sulpha- 
thiazole treatment. The coincident syphilis was treated 
with bismuth. No relapse has occurred during a period 
of over a year. 

The authors conclude that the good result with sulpha- 
thiazole in this generally grave condition suggests that the 
cause is most likely to be an infective agent. 

James Marshall 


631. Tropical Ulcer with Special Reference to its 
Etiology 

J. A. LicHTMAN. Clinical Proceedings (Clin. Proc.) 6, 
165-186, July, 1947. 17 figs., 72 refs. 


The author, working at the King Edward VIII Hospital, 
Durban, describes his investigations on 160 cases of 
tropical ulcer. The disease is commoner among Bantus 
than Indians and since 1941 has shown a very pronounced 
seasonal incidence. The percentage of ulcer cases among 
out-patients increases in March, reaches a peak in May, 
and rapidly falls in June: during these months, in what in 
the southern hemisphere is the autumn, the rainfall and 
temperature are on the down grade. It is suggested that 
the seasonal increase in ulcers is nutritional. In the 
summer and early autumn, maize, the staple food of the 
Bantu, is plentiful, but owing to its lack of essential 
amino-acids and vitamins a deficiency state arises. 
When the winter comes maize is in short supply and 
cattle are killed to supplement the diet. The deficiency 
is corrected and the incidence of ulcers falls. 

G. M. Findlay 


632. Topical Penicillin Therapy. 11. The Principles of 3 


Local Therapy with Penicillin Ointment Mixtures 

L. Go_pMAN, R. R. SusKIND, and F. FRIEND. Archives 
of Dermatology and Syphilology [Arch. Derm. Syph., 
Chicago] 55, 793-800, June, 1947. 3 refs. 


The factors concerned in the preparation, storing, 
dispensing, and application of penicillin ointment in 
order that treatment with it should be effective are 
considered. The conditions for which penicillin is 
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definitely indicated, the conditions in which penicillin 
is of possible benefit, and the conditions in which it is 
contraindicated are discussed, as well as its toxic reac- 
tions. Brief mention is made of mixtures of penicillin 
with other antibiotics. G. B. Mitchell-Heggs 


633. Effects of Glycerite of Hydrogen Peroxide on 
Infections of the Skin and Mucous Membranes 

F, M. THURMON and E. A. Brown. Archives of Derma- 
tology and Syphilology [Arch. Derm. Syph., Chicago] 55, 
901-809, June, 1947. 8 refs. 


The composition and properties of a new antiseptic 
solution—glycerite of hydrogen peroxide—are described. 
Its effect on twenty-three clinical entities of the skin and 
mucous membranes, its use as a post-operative dressing, 
and its effect on wounds, lacerations, and local infections 
are recorded. The clinical course of certain types of 
virus infection seems to be favourably influenced by its 
use. G. B. Mitchell-Heggs 


634. Treatment of Tuberculosis of the Skin with 
Massive Doses of Vitamin D. (Die Behandlung der 
Hauttuberkulosen mit hohen Dosen Vitamin D) 

H. Kuske. Dermatologica [Dermatologica, Basel] 94, 
25-37, 1947. 1 fig., 43 refs. 


In this review the author gives credit to Charpy (France) 
and Dowling and Thomas (England) for having intro- 
duced intensive vitamin D therapy in the treatment of 
lupus vulgaris. Their respective dosage schemes are as 
follows: (1) Charpy in the first week gives three 15-mg. 
doses of vitamin Dg, in alcohol by mouth, in the second to 
fourth week two doses of 15 mg. in alcohol (per week), 
and then for several months one dose of 15 mg. per week. 
(15 mg. vitamin D,=—600,000 i.u.). (2) Dowling and 
Thomas give 50,000 i.u. vitamin D, (calciferol tablets) 
three times a day. This dose often has to be reduced to 
50,000 i.u. twice a day owing to intolerance. Treatment 
continues for a year and even longer in some cases. 

Several observers have reported 70 to 100% of cures. 
The author believes that 50% is a truer estimate, especially 
as some relapses have already been reported. For strict 
criteria of cure, histological and bacteriological examina- 
tions as well as animal inoculations are necessary. Up 
to date the number of patients so investigated is small, 
and the interval since the introduction of intensive 
vitamin D therapy has been too short to allow a final 
evaluation to be made. Tuberculosis of bone and 
internal organs remains unaffected during this treatment, 
and there is no general agreement about how far other 
types of cutaneous tuberculosis are influenced. In 
common with most observers the author believes that 
intensive vitamin D therapy is the best method of treat- 
ment at our disposal; its mechanism of action is not 
understood but it is not thought to act by causing 
calcification of the foci, nor can lupus be held to be due 
to hypovitaminosis D. 

Toxic symptoms from large doses of vitamin D in 
the past may have been partly due to impure by-products ; 
modern concentrated preparations consist probably of 
pure crystalline vitamin D, and are much less dangerous. 


Individual hypersensitivity is occasionally encountered; 
renal calcification may be precipitated in patients with 
latent kidney disease, so that regular examination for 
albuminuria is essential. Should the blood calcium be 
abnormally high (a rare occurrence) treatment must be 
discontinued for some time. Normal values can be 
expected in 1 to 2 months. Toxic side-effects described 
include euphoria changing into lethargy, headaches, 
nausea, anorexia, and increased libido, all of which 
require a reduction in dosage. 

[Charpy has among his patients several who have 
remained symptom-free for over 4 years.] 

G. W. Csonka 


635. Mode of Action of Vitamin D, in the Treatment 
of Lupus. (Mécanisme d’action de la vitamine D, dans 
le traitement du lupus) 

J. CHarpy. Bulletin de Académie Nationale de Méde- 
cine (Bull. Acad. nat. Méd.] 131, 522-524, July 8, 22, and 
29, 1947. 2 refs. 


Vitamin D, in proper dosage over a long enough time 
cures cutaneous tuberculosis. Clinical cure implies 


. disappearance of bacilli, and this raises the question of 


bacillary lysis during treatment. Similar results are 
often obtained under the same conditions in other types 


of tuberculosis, ocular, glandular, or testicular. On. 


the other hand, this treatment gives only transitory 
improvement, and may indeed be harmful, in such 
conditions as chronic pulmonary tuberculosis. In very 
high dosage vitamin D, can improve tuberculosis with 
cavitation, but the treatment is too dangerous because of 
toxic effects. 

It appears that above a certain dose vitamin D, 
increases the activity of intestinal phosphatase, and that 
in higher dosage phosphatase activity is increased also in 
the kidneys and bones, causing toxic phenomena. The 
alkaline phosphatases in these situations are activated by 
the ion Mg++. If this is administered as magnesium 
chloride (1-5 g.) by mouth a short time before the 
vitamin D,, it appears to augment therapeutic action 
without diminishing the margin of tolerance; but Mg+ +- 
given intravenously as the sulphate (1-5 g.) augments 
therapeutic effect and diminishes the safety margin. In 
the fifth case intestinal Mg++ is increased alone, but in 
the second the blood level is raised and the renal and 
osseous phosphatases are affected. 

Alkaline phosphomonoesterases are inhibited by cer- 
tain ions, particularly PO,, and by the thiols. Jn vivo 
the ion Mg++, being in sufficient concentration, 
protects against PO, inhibition. The thiols, particu- 
larly cysteine, are strong inhibitors of phosphatase 
activity; clinical trials are quoted to support this state- 
ment. This experimental evidence supports the hypothe- 
sis that vitamin D, activates phosphatases. The normal 
skin contains no phosphatase, and it is thought that 
vitamin D, acts on lupus not directly but by products of 
intestinal phosphatase hydrolysis. The almost complete 
absence of local or general reaction during vitamin D, 
therapy suggests that bacillary lysis is so effected that the 
stage of toxic degeneration products is quickly passed or 
that some factor (? Ca+ +) prevents their diffusion. 
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Recent work has shown the existence in most animal 
tissues of a dehydrogenator of superior fatty acids, 
active on the phospholipids, requiring the presence of PO, 
and muscular adenylic acid, and rapidly inactivated by 
oxygen. Vitamin D,, rapidly liberating PO, ions 
through the phosphatases, might activate such ferments. 

In a case cited, a patient with pulmonary tuberculosis 
and perineal ulceration was treated with MgCl, and 
vitamin D, by mouth. Tubercle bacilli were found daily 
in scrapings from the ulcers during 8 days of treatment. 
On the eighth day the ulcers were cleansed with saline 
solution, then with isotonic MgCl, solution. For the 
next 12 hours compresses containing a solution of 
muscular adenylic acid were applied. From that time 
onwards no tubercle bacilli could be found in the ulcers. 
A similar case treated with muscular adenylic acid in 
large doses by mouth gave equivocal results. 

The author considers that these observations offer new 
lines for further investigation. James Marshall 


636. Generalized Bullous Dyskeratosis (Generalized 
Bullous Darier’s Disease), with Special Reference to the 
Histogenesis and Metabolic Changes 


F. Reiss. Journal of Investigative Dermatology |J.— 


invest. Derm.] 9, 17-30, July, 1947. 3 figs., 44 refs. 


A case of generalized bullous dyskeratosis is described 
and considered to represent a variety of Darier’s keratosis 
follicularis on clinico-morphological, biological, and 
histological grounds. No family history could be 
traced. An abnormal depletion of vitamin C was 
observed while the blood serum contained appreciable 
amounts of dehydro-ascorbic acid. It is suggested that 
vitamin C may be concerned in the cohesion of the 
prickle cells. The patient failed to respond to vitamin A, 
but showed noticeable improvement in administration of 
vitamin C. G. B. Mitchell-Heggs 


637. Kaposi’s Sarcoma or Lymphogranulomatosis Cutis. 
Report of a Case Treated with Roentgen Rays 

E. A. and E. A. CLarkK. Urologic and Cutaneous 
Review (Urol. cutan. Rev.) 51, 382-385, July, 1947. 
6 figs., 12 refs. 


A white man aged 54 gave a history of widespread boils, 
starting on the legs 14 years previously. The boils 
regressed with treatment, but a month later small 
papules developed on the back of the neck; these grew 
into hard painless nodules which bled on slight trauma. 
New nodules appeared on the arms, forehead, and legs, 
with an offensive discharge. Fourteen months later an 
erythematous dermatitis appeared which spared only the 
patient’s face, hands, and soles of his feet. It was 
accompanied by pruritic pustules which disappeared with 
treatment leaving a brownish-red discoloration. He had 
diabetes. On examination he was found to have a firm, 
palpable, cervical lymph node and benign prostatic 
enlargement. He had a widespread scaly dermatitis and 
flat, weeping, infiltrated areas from some of which arose 
tumours. Many laboratory examinations were normal 
but he had albuminuria, variable glycosuria, and a blood 
sugar of 250 mg. per 100 ml. A section of the skin was 


said to show the structure of Kaposi’s sarcoma. X-ray 
treatment was applied to the four largest lesions, 150 r 
(in air) being given daily for 3 days at 132 kV, 5 mA, 
and 30 cm. F.S.D., with a filter of 0-25 mm. copper+j 
mm. aluminium and a half-value-layer of 0-32 mm. in 
copper. The lesions responded well. During the 
following year other lesions were treated similarly when 
they became painful, pruritic, or weeping. A second 
section of skin including a tumour was then examined 
and was diagnosed as a lesion of Hodgkin’s disease. The 
previous sections were re-examined and were thought to 
be suggestive of Hodgkin’s disease. The liver became 
palpable and there was widespread enlargement of the 
lymph nodes. Later general x-ray treatment was given— 
25 r to a quadrant of the body on 4 successive days— 
without effect. There was temporary improvement with 
penicillin. The patient died 3 months after he was first 
seen. He had received 26,958 r to 62 different lesions and 
100 r to the whole body. There was never any leuco- 
penia. ' E. Lipman Cohen 


638. Tumours of Sweat Glands. (Tumeurs sudori- 
pares) 

A. Dupont. Archives Bilge de Dermatologie et de 
Syphiligraphie [Arch. belg. Derm. Syph.] 3, 275-295, 
July, 1947. 11 figs. 


Although the histological diagnosis of sweat-gland 
tumours is often difficult, the author claims that few 
neoplasms correspond so faithfully to the original organ 
as do these. He divides his cases into three categories: 
(1) sudoriferous tumours whose structure recalls the 
excretory portion of the sweat apparatus; (2) sudori- 
ferous tumours of the secreting portion; and (3) tumours 
which, possessing certain characteristics relating them to 
sweat glands, evolve towards Malpighian epitheliomata. 

The histological details of 11 cases are fully described 
and illustrated by drawings. The author states that 
some tumours of Group | are composed of tubes whose 
structure closely resembles that of normal ducts; others 
show various transformations, such as mutation of 
certain neoplastic elements into myo-epithelial cells or 
cylindromatous evolution of tumoral elements. Group2 
includes typical and atypical glandular neoplasms. The 
elements most often resemble the secreting cells of the 
inner layer of the sudoriferous glomerulus. One 
tumour in this group was formed of elements derived 
from cells of the outer layer of the gland duct, and 
resembled a mixed tumour of the salivary glands. In 
Group 3 are tumours of glandular origin which undergo 
Malpighian evolution. The glandular cells in one case 
showed the unusual change of dyskeratosis. 

The abundance of neoplastic types is explained by the 
multiplicity of cell types in the normal sweat organ. The 
absence of transitional types in tumours originating in 
elements belonging to the several layers stresses the 
profound difference in the two origins of the sweat tube. 
In spite of their usually benign nature the histological 
picture shows that these tumours ought always to be 
considered as epitheliomata. 

[This paper should be read in the original by those 
interested in skin histology.] James Marshall 
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639. Study of a New Species of Anaerobic Neisseria 
Isolated from a Case of Vulvo-vaginitis: N. vulvo- 
vaginitis. (Etude d’une nouvelle espéce de Neisseria 
anaérobie isolée d’une vulvovaginite: N. vulvo-vaginitis) 
V. ReyNnes. Annales de l'Institut Pasteur [Ann. Inst. 
Pasteur| 73, 601-602, June, 1947. 


A new anaerobic form of Neisseria, which could not 
be identified as belonging to any of the hitherto described 
types, was found in association with Streptococcus 
lanceolatus in the pus from a case of vulvovaginitis in a 
S-year-old girl. A brief description is given of the 
morphology, physiology, and cultural and biochemical 
characteristics of the organism; the latter was found to 
be non-pathogenic for mice and guinea-pigs, and its 
cultures contained no haemolysins. On morphological 
grounds the organism should be classified in the same 
group with three known anaerobic species: N. reniformis, 
N. orbiculata, and N. discoides. Apart from other 
cultural and biological peculiarities, it differs from the 
above three species in its ability to digest milk and 
liquify gelatin. The new species was provisionally 
named Neisseria vulvo-vaginitis. ~ H. P. Fox 


SYPHILIS 


640. Biologic False Positive Reactions in Serologic 
Tests for Syphilis. IV. Quantitative Aspects of the 
Inhibition Phenomenon 

E. VoLkIn, H. NEURATH, and H. W. CraAiG. American 
Journal of Syphilis, Gonorrhea and Venereal Diseases 
[Amer. J. Syph.} 31, 413-435, July, 1947. 2 figs., 9 refs. 


The investigations reported in this paper were carried 
out to determine the influence of the inhibition pheno- 
menon (Abstracts of World Medicine, 1948, 3, 73) and 
to try to explain the mechanism of the reaction in bio- 
logical false positive sera. The antigens employed were 
the same as in previous experiments—that is, Mazzini, 
Kline, Kahn, and cardiolipin; serum euglobulin fractions 
were prepared by the hydrochloric acid method, globulin 
fractions G I and G II by precipitation with ammonium 
sulphate; the buffer was phosphate-saline and the 
inhibitor was that described in Abstract 641. Within 
a wide but definite range of concentration, inhibi- 
tion occurred with biological false positive sera but not 
with syphilitic sera; this was most marked when a pure 


antigen such as cardiolipin was employed. 


In the second series of experiments either the buffer 
or the inhibitor was used as diluent; where the con- 
centration of inhibitor is above a certain level there is 
some inhibition in both true and false positive sera, 
while below a certain level inhibition is incomplete with 
false positive sera. When inhibitor was used as diluent 
it was noted that the selective inhibition was unrelated 
to antibody titre and that the degree of inhibition 


depended on _ inhibitor : antigen ratios. Increasing 
amounts of antigen cause a decrease in the extent of 
inhibition; the minimum inhibitor concentration re- 
quired for complete inhibition increases with increasing 
amounts of antigen. As regards the mechanism, it is 
suggested that in a system containing antigen, antibody, 
and inhibitor competition for the antigen occurs between 
antibody and inhibitor; in the case of false positive 
reactions the inhibitor reacts with the antigen in pre- 


’ ference to the antibodies, whereas in true positive reac- 


tions the antibodies have a greater affinity for the antigen. 
Further experiments showed that it made no difference 
what order was observed in mixing the reagents: inhibitor 
added after flocculation caused redispersion of the 
flocculi, while addition of inhibitor to antigen before 
addition of the antibodies resulted in complete inhibition. 
When the euglobulin fractions of true and false positive 
sera were mixed it was found that inhibition was directed 
solely toward the false positive antibodies, the final 
titre being that of the true positive only, and not the 
sum of the two. Similarly the final titre when true anti- 
antibody was added to a mixture of false positive anti- 
body, inhibitor, and antigen was that of the original 
syphilitic antibody, and the same result was obtained 
when syphilitic antibodies were added to the flocculi of 
false positive antibodies and antigen previously dispersed 
by inhibitor. These observations suggest a method of 
preparation of antigens which should be specific for 
syphilis. T. E. Osmond 


641. Biologic False Positive Reactions in Serologic 
Tests for Syphilis. V. A Preliminary Survey Analysis 
with the Euglobulin-inhibition Method for the Serologic 
Differentiation between True and Biologic False Positive 
Reactions 

H. NeuraATH, E. VoLKIN, H. W. Craia, and J. O. Erick- 
SON. American Journal of Syphilis, Gonorrhea and 
Venereal Diseases [Amer. J. Syph.| 31, 436-456, July, 
1947. 7 refs. 


The experiments described were carried out in order to 
estimate the value of the euglobulin inhibition test as a 
means of distinguishing true from false positive reactions 
for syphilis. Similar antigens to those mentioned in 
earlier papers were employed, and the inhibitor was 
either a crude albumin fraction or human plasma 
fraction IV-1. The following types and numbers of 
sera were tested: (1) Of 409 biological false positive sera 
285 had positive euglobulin fractions, and 92% of these 
gave a biological false positive inhibition reaction and 2% 
a syphilitic type; these included sera from patients with 
malaria, upper respiratory infections, and leprosy, and 
from healthy persons: about 5% gave inconclusive 
results. (2) Of 386 sera from syphilitic persons, 95% 
of the globulin fractions gave positive results of 
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syphilitic type, and 1-8% of biological false positive 
type, while 3-2°% gave inconclusive results. The stage 
of syphilis and the question of treatment did not 
affect the results. In the case of early primary syphilis, 
sera with low titres tended to give biological false posi- 
tive reactions in about half the cases, suggesting that the 
antibodies first formed differ from those which appear 
slater in the disease. (3) Fifty sera from patients with 
pinta gave 96°%% of syphilitic types of inhibition reactions 
and 4°, inconclusive reactions; 9 sera from patients with 
yaws all gave the syphilitic type. (4) Of 95 sera from 
presumably syphilitic persons 88°% gave a syphilitic type 
of reaction, 6° a biological false positive type, and 6°% 
inconclusive results. Several explanations are offered to 
account for the inconclusive and the few apparently 
discordant results: a patient with syphilis may occasion- 
ally carry biological false positive antibodies; some 
antigens are relatively unsuitable, especially when used 
with low-titre sera: the optimum inhibitor—antigen ratio 
is not always present. 

When the optimum antigen and a highly purified and 
standardized inhibitor have been found there seems good 
reason to suppose that the methods described will prove 
valuable in differentiating true from false positive reactions 
for syphilis. T. E. Osmond 


642. Biologic False Positive Reactions in Serologic Tests 
for Syphilis. VI. Partial Purification of the Antibodies 
of Syphilitic Human Sera by Adsorption on Freshly Pre- 
cipitated Calcium Phosphate 

F. W. Putnam, E. Vorkin, H. W. CRaic, and 
H. NeuRATH. American Journal of Syphilis, Gonorrhea 
and Venereal Diseases [Amer. J. Syph.] 31, 457-468, 
July, 1947. 4 figs., 7 refs. 


Serum globulins can be adsorbed on to calcium 
phosphate. For this purpose the optimum calcium ion 
concentration was found to be 0-0375 M, the optimum 
dilution of serum 1 in 8, the optimum pH 8-0 to 8-5; the 
precipitate of calcium citrate formed when the calcium 
phosphate precipitate dissolved in citrate buffer was 
dialysed against citrate-saline buffer. The serological 
titre of this fraction is more than 80% of that of the 
original syphilitic serum, the supernatant containing 
10 to 15%. 

In order to separate the gamma globulin from the 
remaining adsorbed protein components recourse was 
had to fractional precipitation of the eluate of the calcium 
phosphate precipitate with ammonium sulphate. Con- 
siderable loss of serological activity occurs during this 
process, but the resultant subfraction is more active per 
mg. of protein than either whole serum or the proteins 
adsorbed on calcium phosphate precipitate. 

The adsorption procedure was applied to a number of 
syphilitic and biological false positive sera and to their 
respective salt-precipitated fractions GI and GII; in 
the case of syphilitic sera 85°% of the total titre is associated 
with the fraction adsorbed on and eluted from the cal- 
cium phosphate precipitate, whereas in the case of bio- 
logical false positive sera little or no activity could be 
found, and the same applied to their more active globulin 
fractions. 


The experiments described above suggest that there is a 
difference between the antibodies of syphilitic and false 
positive sera, but the relative complexity of the procedure 
and the loss of titre occurring in the final step of sub- 
fractionation render the method unsuitable for the 
routine testing of sera. T. E. Osmond 


643. Comparison of the Spirocheticidal Activity of — 


Arsphenamines and Phenarsines (Arsenoxides) in Experi- 
mental Syphilis 

T. F. Propey. Public Health Reports (Publ. Rep., 
Wash.] 62, 1041-1048, July 18, 1947. 20 refs. 


This report is an addition to previous observations by 
the same author concerning the curative efficiency of 
arsphenamines and arsenoxides. The efficiency is 
judged on the minimum single doses required to cure 
rabbit syphilis as shown by prolonged observation and 
tissue transfer. With six lots of sulpharsphenamine 
(arsenic content 21°%%) 71% of 38 infected rabbits were 
cured by single injections of 20 mg. per kilo, 92-3% of 
39 rabbits by 30 mg. per kilo, and all of 37 rabbits by 40 
mg. per kilo. Control studies with neoarsphenamine 
(arsenic content 19-2°%) showed that 35-5°% of 126 rabbits 
tested were cured with 20 mg. per kilo, 75-2% of 141 with 
30 mg., and 92% of 88 animals with 40 mg. per kilo. 

With dichlorophenarsine hydrochloride (26-3% 
arsenic), 46:9% of 32 rabbits were cured with 4 mg. per 
kilo, 74-3% of 35 rabbits with 6 mg., 88-2°% of 34 animals 
with 8 mg., and 86-5% of 37 with 10 mg. per kilo. With 
““mapharsen’’, oxophenarsine hydrochloride (31-3% 
arsenic), 14-3% of 6 rabbits were cured by 2 mg., 41-4°% of 
29 with 4 mg., 56-7% of 30 with 6 mg., 96-8°% of 31 with 
8 mg., and all of 4 rabbits treated with 10 mg. per kilo. 

Toxicity experiments in rabbits showed that the 
maximum tolerated dose (at least 60°, of animals 
surviving) was 200 mg. per kilo for neoarsphenamine, 
300 mg. per kilo for sulpharsphenamine, and 10 mg. 
per kilo for both the arsenoxides. Results in general 
indicate that sulpharsphenamines are slightly more 
spirochaeticidal than the neoarsphenamines and _ that 
there is little difference in the efficiency of the two 
arsenoxides tested. The latter are four to five times by 
weight, and three times by arsenic content, more effective 
than the arsphenamines. R. R. Willcox 


644. Relief of Lightning Pains in Tabes Dorsalis 
W. Fowter. British Journal of Venereal Diseases {Brit. 
J. vener. Dis.| 23, 90-91, June, 1947. 1 ref. 


This paper describes a method of relieving the light- 
ning pains of tabes by local analgesia. Since the referred 
shoulder-tip pain in perforated peptic ulcer can be 
abolished by infiltrating the skin over the acromion with 
procaine hydrochloride, this procedure was carried out on 
8 tabetic patients to relieve their paroxysms of lightning 
pains. These lasted between 2 and 7 days and occurred 
at intervals of 3 to 7 weeks. The patients complained of 
pain in the following areas: (1) on the dorsum of the 
foot; (2) in the heel; (3) over the centre of both tibiae 
anteriorly; (4) from the middle third of both thighs 
posteriorly radiating downwards; (5) a girdle at the level 
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of the epigastrium; (6) around the side of the chest in 
the mid-dorsal region; (7) over the outer aspect of the 
foot; (8) from both inguinal regions down the thighs. 
The following technique was adopted: (a) Where the 
pain was at a fixed point, as in Cases 2 and 3, the area of 


* skin involved was infiltrated with a local analgesic. (5) 


Where the pain travelled from a constant point, as in 
Cases 4 and 8, the skin was infiltrated as close as possible 
to that point. (c) In girdle pain the skin was infiltrated 
across the path of the pain on both sides of the trunk. 
(d) Where the pains were diffuse, as in Cases 1 and 7, 
the affected area was blocked by infiltrating around the 
ankle as far as was necessary. At first, 2 to 4 ml. of 2% 
“ novocain ” (procaine) was used, but later 1 to 2 ml. of 
“ proctocaine ”’ was found to give better results. Both 
novocain and proctocaine gave immediate and dramatic 
relief from the paroxysm. Following novocain injection 
the pain returned after 1 to 4 hours; with proctocaine, 
however, it was relieved for at least 2 to 4 days. In 
5 of the cases one injection of proctocaine abolished the 
paroxysm, while in 3 cases two injections were required— 


. in 1 case after 2 days and in the other 2 cases after 4 days. 


In 7 of the patients, in addition to the immediate relief 
experienced, the interval between paroxysms has 
lengthened and the severity has diminished. In one 
instance—Case 5—the paroxysms, although relieved by 
the infiltration, have not diminished in their severity or 
frequency of recurrence. T. Anwyl- Davies 


645. The Treatment of Early Syphilis with Penicillin at 
Bellevue Hospital 

E. W. THomas. New York State Journal of Medicine 
(N.Y. St. J. Med.] 47, 2439-2442, Nov. 15, 1947. 


646. Treatment of Late Acquired Syphilis Other than 
Neurosyphilis 
J. W. JoRDAN and F. A. Dotce. New York State Journal 
of Medicine [N.Y. St. J. Med.] 47, 2443-2446, Nov. 15, 
1947. 9 refs. 


647. Treatment of Neurosyphilis 
B. Datrner. New York State Journal of Medicine 
[N. Y. St. J. Med.] 47, 2447-2449, Nov. 15, 1947. 1 ref. 
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648. Smear and Culture Diagnosis in Gonorrhoea 
J. W. McLeop. British Journal of Venereal Diseases 
[Brit. J. vener. Dis.| 23, 53-60, June, 1947. 20 refs. 


This study presents an evaluation of the smear and 
cultural tests in the diagnosis of gonorrhoea, and briefly 
tabulates the supplementary results obtained over a 
period of 10 years with the gonococcal complement- 
fixation reaction. 

In a series of 275 cases of suspected gonorrhoea in 
which 50% of the combined smear and culture results 
were positive, the percentages of positive results obtained 
by culture were all higher than those obtained by smears; 
42° of the cultures were positive against 29% of smears; 
the cultures from the cervix and urethra were both posi- 


M—O 


tive in 22%, whereas only 7% of smears were positive 
from both these sites; from the urethra alone, the 
cultures were positive in 32% against 24% of positive 
smears; and the cervical cultures alone were positive in 
33% against 16% of positive cervical smears. These 
figures show that diagnosis by culture is superior to that 
by smears and that the percentage of error is lessened 
when both methods are used together. 

When the cultures were grown in 1927 on heated blood 
agar or “ chocolate ’’ medium only 17% were positive, 
but in 1929, when a special medium together with an 
oxidase reaction was employed, 56% were positive. 
Meat extract alone supports the gonococcus poorly, too 
high a percentage of peptone is not well tolerated unless 
heated blood is added, and amino-acids such as glycine 
inhibit the growth of the gonococcus whereas others 
(taurine) favour it. For many years the author has 
adopted the ordinary nutrient agar medium reinforced 
with 20% of heated blood and incubated in an atmosphere 
of 8% carbon dioxide. 

With regard to transport of material for culture, he 
draws attention to Stuart’s method (Glasg. med. J., 
1946, 27, 131) of keeping gonococci in contact with a 
reducing agent thus preventing the oxidation which, with 
drying, is lethal to them. Small screw-capped bottles 
are filled with 0-3% agar which contains 1 part in 1,000 
of thioglycollic acid neutralized with sodium hydroxide. 
This is buffered with 1% glycerophosphate and 1 part in 
10,000 of calcium chloride, and 1 part in 500,000 of 
methylene blue is added. By this method gonococci can 
be subcultured for 2, 3, or 4 days without being crowded 
out by other organisms. T. Anwyl- Davies 


649. Synergic Action of Penicillin and Sulphathiazole in 
Gonorrhoea 

E. R. HARGREAVES. British Journal of Venereal Diseases 
(Brit. J. vener. Dis.] 23, 85-87, June, 1947. 10 refs. 


To decide the best treatment in rural areas for patients 
attending clinics open only once weekly the author 
investigated three schemes of treatment: (1) a single 
injection of 200,000 units of penicillin in oil—beeswax; 
(2) 25 g. sulphathiazole over 5 days, 5 g. being given 
daily; (3) a single injection of 200,000 units of penicillin 
in oil-beeswax on the first day, together with 20 g. 
sulphathiazole over 4 days, 5 g. being given daily. 

Twenty fresh male urethral infections, proved to be 
gonococcal by both smear and culture, were treated in 
each group. The penicillin preparation used was the 
calcium salt suspended in ethyl oleate containing 4% 
beeswax by weight. The combination of penicillin and 
sulphathiazole in the third group gave the best results, 
all cases given one course of treatment being considered 
cured after a surveillance of 6 months. In the second 
group, only 65°% (13 cases) were cured by sulphathiazole 
alone, and, in the first group, 80% (16 cases) by 200,000 
units of penicillin alone. The author suggests that these 
clinical findings support the view of a synergistic action on 
the gonococcus by penicillin and sulphathiazole. 

[The percentage of cures with penicillin alone might 
have been higher if a larger dose of the drug had been 
given.] T. Anwyl- Davies 


Genito-Urinary Disorders 


650. A Bacteriologic Study of the Factors Affecting the 
Efficacy of Streptomycin Therapy of Urinary Tract 
Infections 

G. T. HARRELL, E. G. HERNDON, C. M. GILLIKIN, and 
J. K. ArkAwa. Journal of Clinical Investigation [J. clin. 
Invest.] 26, 577-589, May, 1947. 8 figs., 5 refs. 


Forty-five patients aged 4 to 74 years were treated in 
hospital on 52 occasions with intramuscular injections 
of streptomycin for urinary infections yielding, on all but 
two occasions, only Gram-negative organisms on culture. 
In 12 instances the history was of less than a month’s 
duration; in the remainder, from 1 month to 22 years. 
The total daily dose given varied from 0-15 to 2 g., 
individual injections (4-hourly day and night) containing 
25 to 330 mg., in 1 to 2 ml. saline, usually continued for 
5 days (range, 2 to 13 days). In some cases the fluid 
intake was restricted, and alkalis were given to raise 
the urinary pH “ at least to 7-4’, as it had been found in 
vitro that “ the effectiveness of the same concentration 
of streptomycin was increased 16-fold by raising the pH 
from 5-5 to 8”. “ Random” blood and urine assays 
were made with Bacillus circulans as the test organism, 
though time-relations between injections and blood 
assay are not given. A daily dosage of 1-5 to 2 g. was 
found to give a blood level of about 16 wg. per ml. The 
concentration found in the urine was approximately 100 
’ times that found in the blood. About 65% of the in- 
jected dose could be recovered in the urine. 

Urine was cultured before treatment, daily during 
treatment, and after an average interval of 24 months 
(maximum, 6 months). In 44 cases a single organism 
was isolated; two organisms were cultured from each 
of the remaining 8 cases. Sensitivity assay was carried 
out in tubes, using serial dilutions ranging from 250 to 
0-3 wg. per ml. No relation was found between sulpha- 
diazine’ and penicillin sensitivity. The following 
organisms were isolated: 


No. Inhibited 
No. of Strains} in Vitro by 


Organism Isolated 16 yg./ml. 
Streptomycin 
Bacterium coli .. ae es 31 30 
Pseudomonas pyocyanea ae 22 19 
Bact. faecalis alkaligenes wa 1 


Bact. mucosus capsulatus 1 1 
Proteus morgani 1 1 
Streptococcus faecalis =! 1 0 
Non-haemolytic streptococcu 1 0 


The factor which seems to have determined the result 
of treatment was the presence or absence of a complication 
such as a foreign body (catheter, suprapubic tube, or 
calculus), obstruction, or paralysis of the bladder. 
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Uncomplicated | Complicated 
Sensitivity of organisms: 
A B A B 
Urine rendered sterile . . 24 3 2 0 
Urine not rendered sterile ing 1 20 ie 


A=Organism inhibited in vitro by 16 ug. per ml. of streptomycin. 

B=Organism grew in vitro in the presence of 16 yg. per ml. of strepto- 
mycin. 

_ ™ This case was considered to have failed to respond through 

intermittent and inadequate treatment. 


In 28 of the 29 cases treated successfully the urine was 
sterile by the end of the third day of treatment. About 
half of the infections with Bact. coli and Ps. pyocyanea 
were treated successfully. Mixed infections and those 
of long standing responded well to the drug in the absence 
of “* complications ”’. 

Of the 23 cases in which the urine was not sterilized, 
17 cultures after treatment grew in the presence of 
250 pg. of streptomycin per ml., 3 were more resistant 
by one tube-difference only [exact details not given], and 
1 retained its original sensitivity; 2 were not tested, 
The authors stress the rapidity with which bacterial 
“* fastness ’’ develops: in 9 of the 17 cases of high resist- 
ance the insensitivity also persisted for several months. 
[It is not clear whether these later tests were made on the 
original resistant cultures or on organisms subsequently 
isolated from the same patient.] Some of these were 
later cured by removal of the anatomical complication. 

Streptomycin should be given in daily doses of 1-5 g. 
for 3 days, the urine being rendered alkaline. If at the 
end of that time the urine is still infected, the organism is 
probably insensitive, and the drug should be withdrawn. 
In the “complicated”? case streptomycin should be 
reserved for post-operative use. The authors advise 
against the use of a small maintenance dose to prevent 
reinfection, because of the danger of inducing bacterial 
resistance to the drug. Cultures made after treatment 
has started should be incubated for a week, since the 
authors found that the rate of growth was diminished in 
organisms exposed to streptomycin. 

[The following important deductions may be made 
from these data: (1) In the “complicated”’ case 
streptomycin is unlikely to cure a Gram-negative 
infection in a dosage of 2 g. daily, but in the absence of 
“complication ”’ the urine is likely to be sterile after 


3 days with 1-5 g. daily. (2) If‘* complicated ”’ cases are 


so treated, the organisms are likely to become highly 
resistant. (3) It is not necessary to carry out routine 
sensitivity assays on organisms cultured from the urine, 
but only to exclude (or remove) “‘ complications ”’. 
This informative paper has two main defects: 
1. The “random” blood and urine assays do not 
present a fair picture of blood or urine levels attained. 
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Thus a number of scatter-diagrams, relating “* maximum ” 
blood or urine levels to dosage or susceptibility of organ- 
isms in “arrested”? and failed’’ cases, are of little 
significance, and show a low level of correlation. The 
statement that “it would appear that in general the 
susceptibility of the organisms to streptomycin before 
therapy is inversely proportionate to the time required 
for the urine to become sterile ” is hardly warranted by 
the relevant diagram; the correlation coefficient (r) for 
the diagram is —0-03; a slightly falling line of regression 
(regression coefficient = —0-12 for the linear relationship) 
is therefore of little significance. 

2. The absence of untreated controls leaves some doubt 
as to how much reduction in morbidity may be attributed 
to streptomycin. 

It would seem that cure followed a shorter course of 
treatment (in uncomplicated cases) with streptomycin 
than might be expected with the other treatments 
considered. ] G. I. C. Ingram 


651. Intestinal Perfusion in the Treatment of Uremia 
J. W. Rocers, E. A. SeELters, and A. G. GORNALL. 
Science [Science] 106, 108, Aug. 1, 1947. 3 refs. 


Experiments, in the University of Toronto, on neph- 
rectomized dogs have shown that it is possible to perfuse 
any desired length of intestine without recourse to 
surgery. A specially designed triple-bore intestinal tube 
with a terminal inflatable balloon was used, and by 
perfusion with a suitable fluid the blood non-protein 
nitrogen was reduced consistently and materially. 
Further work and an investigation of its clinical appli- 
cation are in progress. S. S. B. Gilder 


652. Studies in Urolithiasis: I. The Composition of 
Urinary Calculi 

E. L. Prien and C. Fronper. Journal of Urology {[J. 
Urol.] 57, 949-994, June, 1947. 22 figs., 38 refs. 


The authors consider that there is a lack of basic know- 
ledge concerning the exact composition of urinary 
calculi, since there has been no simple yet accurate 
method for their qualitative analysis. The exact nature 
of the reactions involved in chemical tests is doubtful, 
and organic substances of unknown composition may 
invalidate reactions. The complex and usually mixed 
nature of urinary calculi is not amenable to resolution by 
chemical methods alone. The small size of many calculi 
makes a complete examination impossible. 

Light passing through transparent crystalline material 
is influenced by the structure of the latter, and the 
changes can be accurately measured by the polarizing 
microscope used in conjunction with a set of graduated 
index liquids. A minute quantity of ground-up calculus 
is placed on a glass slide and immersed in a succession of 
liquids of known index of refraction until a match is 
found. The preparation on the microscope stage is 
roughly comparable to the ordinary wet sediment 
examined under the microscope. As the constituents of 
urinary calculi are few, the problem of identification is 
simple. 


In a study of approximately 700 urinary calculi, only 
9 distinct crystalline substances were present, and these 
fell into the following groups: oxalates, phosphates, 
uric acid, urates, and cystine. Calcium oxalate is the 
most frequent constituent found. There are four types— 
three monohydrates and one dihydrate. Calcium oxa- 
late monohydrate occurs in three forms: the small, ovoid 
hemp-seed stone, usually multiple; mulberry stone of 
variable size with irregular rounded processes; and the 
uncommon “ jack-stone’’. The external colour varies 
from light brown to red or dark brown. The colour of 
the fractured surface is usually some shade of brown. 
Nuclei of other substances, especially uric acid and 
apatite, are sometimes observed. Calcium oxalate 
dihydrate generally forms crystals attached to the 
nucleus and body of the stone by their edges. A second- 
ary crop of smaller crystals may be deposited. The 
dihydrate ranges in colour from pale yellowish white to 
honey brown. “The two hydrates are very frequently 
associated. It is considered that both monohydrate and 
dihydrate are direct products of crystallization of the 
urine. 

Three different phosphates have been found in this 
series. Two of these—magnesium ammonium phosphate 
(struvite) and apatite—form the great bulk of the material. 
The third—calcium hydrogen phosphate dihydrate 
(brushite)—is relatively uncommon. Magnesium am- 
monium phosphate is usually identified in the chemical 
analysis of a phosphatic stone. Commonly reported 
with it are calcium phosphate and calcium carbonate. 
These substances have not been found in this study, but 
are combined in one complex compound—carbonate- 
apatite, a carbonated calcium phosphate. Magnesium 
ammonium phosphate hexahydrate (struvite) is generally 
associated with apatite calculi, and forms the so-called 
stag-horn calculi which occur in alkaline infected urine. 
These calculi are dirty white to creamy white in colour, 
the fractured surface resembling cancellous bone. 
Carbonate-apatite refers to a group of complex phos- 
phates found in calculi. Apatite is by far the commonest 
phosphate in calculi, although pure apatite calculi are 
not common. The colour ranges from chalky white to 
yellowish brown. 

Uric acid occurs most often in calculi in a pure state. 
In mixed stones apatite and calcium oxalate monohydrate 
are its most common associates. Uric acid calculi have 
a dense, fine-grained structure and are relatively heavy. 
A flattened pebble-like shape with a smooth but not 
polished surface is typical. Alternating light and dark 
laminations are of identical composition, the darker 
colour probably being due to pigmentation. 

A number of different urates, including both the acid 
and normal salts of ammonium, sodium, potassium, and 
magnesium, have been described in urinary calculi. 
The identification in most instances is questionable. 
From the authors’ studies it seems obvious that urates 
occur less commonly in calculi than has previously been 
thought. Sodium acid urate was found once, as was 
ammonium acid urate. 

Cystine is usually found in the pure state, but may be 
mixed with apatite or rarely with calcium oxalate mono- 
hydrate. The stone consists of porous aggregates of 
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relatively well-formed hexagonal prisms. Well-crystal- 
lized stones sometimes have a compact granular centre. 
The colour is honey yellow to yellowish white, with a 
waxy lustre. The calculi are usually soft, but are 
occasionally densely granular. The authors have not 
found xanthine or indigo, but consider it reasonable to 
believe that these substances and cholesterol may exist in 
calculi. 

In the present series neither calcium carbonate nor 
calcium sulphate or calcium acid phosphate was found. 


Substances Found in 600 Urinary Calculi 


Pure calcium oxalate : 
Calcium oxalate mono- > 
hydrate 
Calcium oxalate di- 
hydrate 
Calcium oxalate (mixed) 118 
— 217=36:1% 
Calcium oxalate— 
Calcium oxalate + apatite : apatite calculi. 
Calcium oxalate mono- Occur in acid 
hydrate+apatite .. 36 sterile urine 
Calcium oxalate di- usually 
hydrate+apatite .. 35 
Calcium oxalate (mixed 
— 186=310% ° 


+ apatite 
MgNH,4P0,4.6H20 (pure) 2 
MgNH4P04.6H20 +- 

apatite: 

Predominating 
MgNH4P0O4.6 
H,O 


2 
About equal pro- 

portions 
Predominating apatite calculi. 
apatite ee Occur in alka- 
} — 90 line infected 

Apatite (pure) .. - urine usually 

117=19-5% 


+ oxalate 
1x) ee oe 


— 10=16+% J 
Calcium hydrogen phosphate 
dihydrate 
CaHPO,42H>0 (pure) .. 
CaHPO42H>0 (mixed) 


Uric Acid 
Uric acid (pure) 


1 

— 10=16+% 
Uric acid (mixed) a 
18 


37=614+% 
Cystine 

Cystine (pure) .. 

Cystine (mixed) 
23=3-84+% 


600= 100% 
Sodium acid urate 
Microscopic amount in one mixed uric acid calculus 


As many as four crystalline compounds were often 
found in the same calculus by optical analysis. All 
urinary calculi are crystalline, with the exception of the 
extremely rare fibrin and bacterial calculi. They should 
all be amenable to analysis by the modern physical 
techniques used in the study of minerals. 

A. W. Badenoch 


653. Peritoneal Irrigation in Anuria. (Peritoneal irri- 
gasjon ved anuri) 

B. FretTHemm and O. SetvaaG. Nordisk Medicin [Nord. 
Med.] 36, 2106-2110, Oct. 17, 1947. 2 figs., 6 refs. 


>MgNH,4PO,.6H20- 


654. The Renal Lesions in Extensive Cutaneous Burns 

P. C. MARTINEAU and F. W. HARTMAN. Journal of the 
American Medical Association [J. Amer. med. Ass.) 134, 
429-436, May 31, 1947. 5 figs., 51 refs. 


After a full historical summary, the authors consider 
the microscopical findings in a series of 20 cases of burns 
in human beings, and one of 84 experimentally burned 
dogs. Post-mortem and microscopical findings and a 
very brief clinical history are given for each of the human 
cases; microscopical findings are summarized for each 
series in a table and, since they appear to be similar in 
both series, are described together in the text. In neither 
series are kidney weights given. 

Dogs anaesthetized with morphine and chloroform 
were burned by steam jet or bunsen burner on the trunk 
(60% of body surface) to the second or third degree. 
They were given morphine sedation and various dressings, 
which had no effect on the kidneys. Death was natural 
in most cases; no survival times are given other than that 
27 of 79 dogs lived more than 2 days. Acute interstitial 
nephritis occurred in 34 dogs and only 1 man; it was 
thought to be related to secondary infection. With this 
exception, findings in animals and in man coincided. 

The most important findings were congestion, albu- 
minous degeneration, and simple necrosis of the proximal 
tubule and thick segment of Henle’s loop, and presump- 
tive or doubtful regeneration of epithelium without 
mitoses in the dogs. Vacuolar change was seen in the 
proximal tubules in 3 dogs and in the collecting tubules in 
25 dogs; 3 men showed this change, which was perhaps 
related to dextrose injection. Casts were infrequently 
found. The two mechanisms involved are believed to be 
shock and intravascular haemolysis: the authors draw 
attention to the similar picture seen in haemolysis due to 
mismatched transfusion, malaria, sulphonamides, and 
the crush syndrome. 


[No information is given on the development of the . 


picture at various times after the experiment.] 
E. G. L. Bywaters 


655. Massive Calcifications of the Renal Tubules in 
Multiple Myeloma with Disturbances of Renal Function 
and Azotaemia. (Calcifications massives des _ tubes 
uriniféres dans un myelome multiple avec troubles 
rénaux et azotémie élevée) 

—. GILBERT-DrREYFUS, H. Mamou, M. LaupDaT, —. 
BERNARD-BRUKER. Bulletins et Mémoires de la Société 
Médicale des Hépitaux de Paris {Bull. Soc. méd. Hép. 
Paris] 63, 691-696, July 11, 1947. 1 fig. 


This paper gives a full account of the data obtained by 
comprehensive clinical, haematological, and biochemical 
investigations of a woman, aged 54, admitted to hospital 
suffering from bronchopneumonia complicating myelo- 
matosis in an advanced state. The figures given are the 
expected ones at the terminal stage of this disease, though 
the Bence-Jones albumose was absent throughout the 
period of observation, and the figure for serum calcium 
was within normal limits; the metastatic calcifications 
were confined exclusively to the kidney and affected in 
that organ the tubules (proximal and distal convoluted) 
and some scattered subcapsular areas. L.H. Worth 


I 
7 


Locomotor Disorders 


656. Penicillin Treatment of Rheumatism. | (Pénicil- 
linothérapie des rhumatismes) 

F. Coste and P. GALMICHE. Bulletins et Mémoires de la 
Société Médicale des Hépitaux de Paris (Bull. Soc. méd. 
Hop. Paris] 63, 503-510, June 13, 1947. 


The authors record the results of treatment with 
penicillin of 163 cases of rheumatism, which include 84 
cases previously reported (Sem. Hédp. Paris, Nov. 7, 
1946). The results are classified as excellent, good, 
moderate, and failed. They differ from those in the 
first series, in which there were certain inaccuracies, and 
the second series contains some old cases which have 
been reclassified. 


No. 
Excel- Mod- |... 
Diagnosis a. lent Good erate Failed 
Gonococcal rheuma- ; 
tism. . 34 6 14 4. 10 
Spondylarthritis i 1 9 8 25 
Chronic __ progressive 
polyarthritis 6 12 26 
Infective rheumatism 11 8 2 — 1 
Acute rheumatism .. 3 3 
Psoriatic rheumatism 4 1 3 
Various Pe 24 1 3 2 18 


Details are given of 59 cases treated for at least 6 
months. Of 19 patients with chronic progressive 
polyarthritis (7 males and 12 females), 2 were greatly 
improved, 8 slightly improved, and 9 not improved. 
In the earlier cases 2,000,000 units of penicillin were 
given: of 10 cases thus treated 1 improved slightly, 
while there were 3 doubtful improvements and 6 failures; 
in 9 later cases receiving 10,000,000 units during a period 
of 6 days there were 2 successes, 3 slight improvements, 
2 doubtful results, and 2 failures. Old cases did not 
respond as well as those of recent origin, but otherwise 
no relation between the character of the arthritis and the 
results of treatment was noted. 

Thirteen cases of spondylarthritis are considered; of 
these, 6 improved greatly (but in 1 the diagnosis may have 
been osteo-arthritis of the spine and another had received 
x-ray treatment), 3 improved slightly, and 2 did not 
improve. A dosage of 10,000,000 units was used in 3 
cases, and the others received 1,500,000 to 3,000,000 
units.” A further analysis is made of 26 of the 43 cases 
shown in a table. In 8 of the 9 treated successfully, 
such aetiological factors as gonococcal, dental, naso- 
pharyngeal, and pulmonary infections, which might be 
expected to respond to penicillin, were present, whereas 
only 5 of the remaining 17 cases had such infections. 
Treatment should be started as soon as possible after 
the onset of the disease, and the injection of large doses 
in the region of the lesions is suggested. 


Thirteen patients with chronic gonococcal rheumatism 
received doses of penicillin varying from 900,000 to 
15,000,000 units; of these, 7 improved considerably, 
4 improved slightly, and 2 did not improve. The failures 
and cases of only slight improvement are attributed to 
the chronicity of the disease, to inadequate dosage and, 
to the obscure aetiology. The intra- and peri-articular 
injection of penicillin is suggested as worthy of trial in 
the acute and in certain chronic cases. 

Excellent results were obtained in 7 cases of infective 
arthritis following tonsillitis and influenza, all of which 
closely resembled chronic progressive polyarthritis. Two 
cases of psoriatic rheumatism failed to respond to penicil- 
lin. Of 5 other cases, 4 showed no improvement 
(atypical polyarthritis, not classifiable), and the 1 
improved case was probably suffering from lumbago. 

Hench (J. Amer. med. Ass., 1946, 132, 973) considers 
that penicillin is of no value in the treatment of rheu- 
matoid arthritis. The authors disagree and allege 
distinct improvement in 10% of cases, maintaining that 


the results may depend on the diagnostic criteria adopted. 


and therefore on the type of cases included in the survey. 
T. G. Reah 


657. The Treatment of Arthritis by Electrically Activated 
Vaporized Ergosterol. A Preliminary Report 

G. Norris. Rheumatism [Rheumatism] 3, 106-107, 
July—Aug.—Sept., 1947. 5 refs. 


Reports on the value of massive doses of vitamin D 
in the treatment of arthritis have been contradictory. 
The vitamin D of irradiated ergosterol seems to be of 
little therapeutic value and to raise the blood calcium 
level and cause arteriosclerosis and renal damage. If 
heat-vaporized ergosterol is activated by passing a 
current through it by the Whittier process, it is claimed 
to be effective in the treatment of arthritis and not to 
produce hypercalcaemia. In view of the favourable 
American reports on électrically activated ergosterol, a 
series of 40 patients suffering from chronic arthritis were 
treated with this preparation at the Charterhouse 
Rheumatism Clinic. Of these patients 24 were suffering 
from rheumatoid arthritis, 5 from osteo-arthritis, and 11 
from “ mixed arthritis’. All had previously been treated 
with “ gold, vaccine, physiotherapy, etc., and all with 
limited or no benefit’. The series was not controlled. 

After 10 to 12 weeks’ treatment with three capsules 
each containing 50,000 U.S.P. units of “ ertron”’ daily, 
increased by one capsule a day weekly until six capsules a 
day were being taken; 23 (57-5%), had reduction of pain 
in joints; 18 (45%), reduction of swelling and stiffness 
in joints; and 31 (77-5%) “ general ”’ improvement. 

The author remarks on the euphoria which was so 
prominent among those patients who reported “ general ”’ 
improvement. Some gastric disturbance was reported by 
16 of the 40 patients. 
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iWe are not told how the various types of arthritis 
reacted to treatment, or if one type was more responsive 
than another. The results do not seem to differ much 
from those claimed for other treatments. Much more 
work is needed on this form of therapy.] W. Tegner 


658. Combined Iodine and Vitamin B, 
(L’associazione jodiovitamina B, in terapia) 
A. BERTOLA. Minerva Medica [Minerva Med.} 1, 543- 
546, June 9, 1947. 


Therapy. 


This article seeks to show, from rather vague clinical 
impressions not obtained under properly controlled 
conditions, that a combination of iodine and vitamin B, 
is particularly effective in the treatment of various 
rheumatic states, hypertension, arteriosclerosis, high 
blood uric acid, peripheral neuritis, and hyperthyroidism. 
It is stated that in the first four conditions iodine is 
known to be effective, whereas vitamin B, is said to be 
useful in the treatment of hyperthyroidism, neuritis, and 
polyneuritis. The vitamin is claimed to exert a non- 
specific analgesic action, to potentiate the action of 
iodine, and to increase the tolerance of the organism to 
it. The drugs were given in combination in ampoules 
containing trihydroxytriethyl-iodomethylamine equiva- 
lent to 250 mg. of active iodine, together with 5 mg. of 
vitamin B,. The contents of one ampoule were injected 
daily for 10 to 15 days; a further 5 to 10 injections were 
given after an interval of 10 days, if necessary, 110 patients 
being treated. Good results were obtained in generalized 
arthritis, especially of the lumbar and lumbo-sacral 
spine, and in gout. Arthritis localized to a single joint 
did not respond well. Some reduction in blood pressure 
was achieved in nearly all of 20 cases of hypertension 
[which may equally well have been due to rest in bed]. 
Contrary to what might have been expected the few 
cases of hyperthyroidism treated with the combination 
showed little response. ‘* Favourable results ’’ were also 
obtained in various forms of neuritis and neuralgia, 
especially in sciatica and brachial neuritis. The drug 
was well tolerated in all cases, without evidence of iodism 
or unpleasant side-effects. E. G. Sita-Lumsden 


659. Ineffective Use of Streptomycin in Rheumatoid 
Arthritis 

R. M. Rice, J. S. BROwNING, and H. M. Powe Lt. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 214, 64-67, July, 1947. 13 refs. 


The authors produced an experimental proliferative 
arthritis in rats by the intravenous injection of a culture 
of a pleuropneumonia-like organism obtained from a 
spontaneous joint infection in a laboratory rat. Such 
lesions have been employed by various workers for the 
experimental study of rheumatoid arthritis. The present 
authors compared the therapeutic value of “ myo- 
chrysine ’’ (“* myocrisin’’; sodium aurothiomalate) and 
streptomycin on such material. The streptomycin was 
found to be of greater value, although the effectiveness of 
myochrysine was also confirmed. 

For clinical trials 1 male and 8 female adult patients 
were selected, each suffering from a moderately severe 


rheumatoid arthritis with raised erythrocyte sedimenta- 
tion rate. Five patients were given 10 g. streptomycin in 
5 or 6 days, in 200 to 250 mg. doses injected intra- 
muscularly 3-hourly; 1 patient received 4 g. daily for 
20 days, and 3 patients 4 g. daily for a week all in the 
same dosage 3-hourly, 2 of the last 3 having further small 
doses for 1 or 2 days later. Drug reaction limited 
treatment in these 2 patients. ‘“‘ In no case was there 
definite evidence of objective improvement. As is so 
often true with new remedies for arthritis, subjective 
improvement was quite general, and 3 patients claimed 
definite benefit for as long as 4 or 5 months following 
completion of treatment. It is interesting to note that 
those receiving the greatest amount of streptomycin 
seemed to improve the least. The erythrocyte sedimenta- 
tion rate was not altered significantly by streptomycin.” 
Drug reactions were common, and included nausea, 
fever, rashes, and deafness with vertigo. 

[Two points are brought out by this paper: pleuro- 
pneumonia polyarthritis in rats does not react to all 
drugs in a similar manner to human rheumatoid arthritis, 
and streptomycin is unlikely to be of much benefit in 
rheumatoid arthritis in man.] G. I. C. Ingram 


660. Zones of Looser and Milkman’s Syndrome. (Les 
zones de Looser et le syndrome de Milkman) 
P. WETTSTEIN. Acta Radiologia [Acta radiol., Stockh.] 
28, 281-312, June 30, 1947. 12 figs., 55 refs. 


In this paper from the Pathological Institute at Geneva 
an attempt is made to decide whether the translucent 
ring-zones found in the bones in Milkman’s syndrome are 
identical with Looser’s “* Umbau-zonen ”’ on histological 
grounds. It contains a detailed description of the post- 
mortem findings in 3 cases, followed by a discussion of 
the microscopical features and a review of the literature. 
There is a bibliography of about 7 papers. The author’s 
conclusions are that there is “‘a very strong malacic 
coefficient at the bottom of the atrophic osteopathy”. 
Oncosis is said to be important at the site of the zones, 
and this site is determined largely, if not entirely, by 
mechanical factors. 

[This paper, thorough and painstaking, shows the 
dangers of arguing in terms which themselves lack 
definition. The author states that he “‘ very often ”’ sees 
such zones in osteomalacia at necropsy. But surely 
osteomalacia, in the established sense, is a very rare 
condition indeed outside areas of severe malnutrition and 
dietary imbalance. If it is said to be common in Switzer- 
land, the author must attach to the term a much wider 
meaning than is usual. The same uncertainty of mean- 
ing surrounds other terms of bone pathology and robs 
the conclusions of some of their value.]_ L. Michaelis 


661. Osteo-articular Deficiency Diseases Seen in De- 
portees Liberated from German Starvation Camps and 
Treated at the Mainau Hospital. (Ostéopathies de 
carence observées chez les deportés libérés des camps de 
dénutrition allemands, hospitalisés 4 ile de Mainau) 
M. Lamy, M. Lamotte, and S. LAMOTTE-BARRILLON. 
Revue du Rhumatisme [Rev. Rhum.} 14, 214-218, July, 
1947. 3 figs., 1 ref. 
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662. Variations in the Normal Electroencephalogram 
during a Five-year Period 

G. L. ENGEL, J. ROMANO, and E. B. Ferris. Science 
[Science] 105, 600-601, June 6, 1947. 1 fig., 6 refs. 


Repeated electroencephalography was carried out on 
3 subjects over a 5-year period. Records were taken for 
from 5 to 10 minutes on each occasion. A mean fre- 
quency was derived for each record. During the period 
of observation 2 of the subjects suffered from recurrent 
attacks of migraine, and all 3 were at different times 
exposed to a variety of abnormal conditions. Little 
change in mean frequency occurred over the 5 years. 

[Although the subjects are said to have been exposed 
to high altitude, anoxia, hypoglycaemia, and a variety of 
other abnormal states, no details are given. About 100 
observations are charted over the period 1942-6, but it 
would appear from the diagram that only one observation 
was made in 1946 on each of 2 subjects and none on the 
third.] Hugh Garland 


BRAIN AND SPINAL CORD 


663. Hemiplegia in Young Adults 
G. J. Dixon. British Medical Journal [Brit. med. J.} 
2, 53-54, July 12, 1947. 13 refs. 


Strokes in the elderly are usually considered to be 
caused by cerebral vascular disease; this paper shows 
that they occur in the young more commonly than is 
usually thought, and that the aetiology is often obscure. 
The 35 patients were chosen from Service personnel (31) 
and civilians (4), all between the ages of 20 and 40. Of 
these, 19 had only a minor degree of hemiparesis, the 


‘onset was insidious, and all had a definite cause; thus, 7 


were found to have cerebral tumours, 6 to have dissemi- 
nated sclerosis, 3 to have congenital hemiparesis, 2 
hysteria, and 1 syringomyelia. 

The remaining 16 patients had more severe palsies, and 
all had had a sudden stroke; 5 had manifestations of 
some disease. Two had cerebral emboli and rheumatic 
mitral stenosis, one of whom had pulmonary infarcts 
and the other bacterial endocarditis. One had pre- 
sumably suffered a Herxheimer reaction during treatment 
for secondary syphilis, and had recovered enough to be 
conscripted 3 years after his stroke. One had a stroke 
10 days after a subarachnoid haemorrhage, probably due 
to cerebral aneurysm; the last of the 5 was a woman, 
aged 29, who had a hemiplegia whenever she took an 
overdose of insulin for her diabetes. The other 11 cases 
were not so easily diagnosed. Two had been considered 
to have hysteria, since there were no pyramidal signs, 
but both claimed loss of position sense and field defect on 
the same side—signs which were unaltered 2 years later, 
with, in 1 patient, the addition of choreiform athetotic 
movements of the affected shoulder and cortical atrophy 


revealed by pneumoencephalography. These patients 
may have had vascular lesions in the posterior part of the 
internal capsule. Three had sepsis in the jugular vascular 
bed on the affected side of the brain—one a tuberculous 
lymph node in the neck, one a Vincent’s ulcer of the tonsil, 
and one a chronic otitis media. Two had signs of cere- 
bral haemorrhage similar to those described by Elkington: 
sudden onset, characteristic site of lesion, and occasional 
abnormalities in the cerebrospinal fluid. Perhaps the 
most interesting case was that of a woman of 26 who hada 
sudden stroke followed by 10 days’ unconsciousness, 
giving place to asphasia, a right spastic paralysis of face, 
arm, and leg, and loss of position sense. Probably an 
embolus broke up in the left internal carotid artery, the 
larger fragments blocking the left middle cerebral artery 
and giving rise to the pyramidal signs, the smaller 
lodging in the retina and producing a cloudy, wedge- 
shaped area in the upper temporal sector of the left 
retina, the artery being empty and the vein normal. 

The cardiovascular system was normal in all except 3 
Servicemen, whose blood pressure rose to 150/100 mm. 
Hg during examination. Four patients had associated 
pulmonary disease, past or present. Most of those who 
might have been expected to have cerebral emboli did not. 

T. E. C. Early 


664. Symptomatology of Subdural Hematoma in Infants 
and in Adults. Comparative Study, with Particular 
Reference to the Ocular Signs; and Observation Concern- 
ing Pathogenesis of Subdural Hematoma 

C. D. Govan and F. B. WALSH. Archives of Ophthal- 
mology [Arch. Ophthal., Chicago] 37, 701-715, June, 
1947. 7 figs., 14 refs. 


_A description is given of the symptoms of subdural 
haematoma as observed in 36 infants and 54 adults. 
There was only 1 patient in the age group between 2 and 
20 years. Statistical details are given with regard to 
trauma, convulsions, vomiting, disturbances of the 
central nervous system, and ocular signs. A marked 
clinical difference exists between the infant and adult 
groups. There was a history of trauma with nearly all 
the adults, but with only half of the infants; convulsions 
were present in nearly all the infants but in only 2 of the 
adults; disturbances of the central nervous system were 
common in adults but of secondary importance from the 
standpoint of diagnosis in children; in infants, but not in 
adults, there is usually blood in the spinal fluid, while 
subhyaloid haemorrhages are frequent in infants but 
absent in adults. Papilloedema was present in approxi- 
mately 17% of both the adult and the infant patients, 
and localizing visual field defects were uncommon. As 
an explanation of certain of the clinical differences 
between the adult and infant groups the authors describe 
an anatomical variation in the stuctures of the pial veins 
in these groups. I. C. Michaelson 
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665. The Present Status of Treatment for Influenzal 
Meningitis 

H. E. ALEXANDER and G. Leipy. American Journal of 
Medicine [Amer. J. Med.| 2, 457-466, May, 1947. 21 
refs. 


These authors claim success in the treatment of 
influenzal meningitis by sulphadiazine, intravenous 
glucose-saline, and type-specific rabbit antiserum. They 
attribute failure in 18 of their first 90 cases to delay 
in diagnosis and unwarranted confidence in sulphadiazine 
alone. Good as the above programme of treatment is, 
evidence is now available that streptomycin is at least a 
useful adjunct in severe cases or those in which there is 
sulphonamide-resistance or serum sickness. It must be 
given intrathecally in a dosage of 25,000 units (0-025 g.) 
twice daily for 4 days. G. F. Walker 


666. Angioglioma. (Das Angiogliom) 

W. KoeLita. Schweizer Archiv fiir Neurologie und 
Psychiatrie {[Schweiz. Arch. Neurol. Psychiat.] 59, 208- 
238, 1947. 17 figs., 33 refs. 


The author reviews the literature relevant to the 
pathology of “ angioglioma ”’, a term used for the first 
time by Councilman in 1914; he finds that the existence 
of true “‘ angiogliomata ’’ is by no means certain. He 
describes 6 cases, observed in the neurosurgical depart- 
ment of the surgical clinic of the University of Ziirich, 
which were provisionally classified as ‘“* angiogliomata ”’. 
Three of these tumours wete localized in the cerebral 
hemispheres, the other three in the cerebellum. After a 
thorough discussion of the histology of these lesions the 
conclusion is drawn that the diagnosis of angioglioma 
should be made only in those cases in which definite 
angiomatous and gliomatous parts can be distinguished. 
Using this criterion, the author considers that only 4 of 
his 6 cases are true “ angiogliomata”’. F. K. Kessel 


667. Spastic Torticollis and its Relation to Extra- 
pyramidal Motor Disturbances. (Uber stridren Schief- 
hals, insbesondere seine Beziehungen zu extrapyra- 
midalen Bewegungsstérungen) 

H. Stutre. Nervenarzt [Nervenarzt] 18, 224-229, May, 
1947. 4 figs., 20 refs. 


Case histories are given to illustrate the variety of 
types of spastic torticollis. The syndrome occurs in a 
number of organic diseases of the extrapyramidal system. 

E. Guttmann 


668. A Case of Pneumococcal Meningitis Treated 
Successfully with Penicillin. (Przypadek pneumokoko- 
wego zapalenia opon mdégowych wyleczony penicylina) 
M. Kozta. Polski Tygodnik Lekarski [Polsk. Tyg. lek.] 
2, 783-785, June 30, 1947. 6 refs. 


The prognosis of pneumococcal meningitis has become 
more favourable since treatment with penicillin has been 
applied. It is impossible yet to make a final assessment 
of results, and in the author’s opinion every successfully 
treated case deserves consideration. He describes a case 
treated with penicillin alone. 


A boy of 4 fell from a height and sustained cerebral 
concussion and a fracture of the forearm. He vomited 
frequently and there was epistaxis. Radiographs revealed 
fissure-fracture of the frontal bone without compression, 
Three days later a pneumococcal meningitis developed, 
Treatment with intrathecal injections of penicillin (40,000 
units twice daily) was started immediately. No sulphon- 
amides could be given orally, since the child was unable to 
swallow and administration by nasal tube was found impragc- 
ticable. Sulphonamides in injection form were not available. 
As the fluid became slightly clearer after 3 days the dose was 
reduced to 20,000 units, but on the following day relapse 
occurred, and 80,000 units were then given daily for several] 
days. The fluid gradually cleared between the eighth and 
thirteenth days. On the fifteenth day the signs of meningitis 
disappeared and the child made an uneventful recovery. 


A total dose of 740,000 units of penicillin was given 
intrathecally in this case. No other route for administra- 
tion of penicillin was used. The author does not recom- 
mend this treatment as a standard measure. No ill 
effects of penicillin were observed despite the unusually 
high dosage injected intrathecally. The usually accepted 
view that doses higher than 20,000 units intrathecally 
lead to unpleasant complications has not been confirmed, 

J. T. Leyberg 


669. Some Additional Electroencephalographic Tech- 
niques for the Localization of Intracranial Lesions 

B. K. BaGGui and R. C. Bassetr. Journal of Neuro- 
surgery [J. Neurosurg.| 4, 348-369, July, 1947. 14 figs., 
16 refs. 


PERIPHERAL NERVOUS SYSTEM 


670. The Aetiology, Diagnosis, and Treatment of 
Prolapsed Intervertebral Disk, with a Review of 300 Cases 
of Sciatica 

D. KENDALL. Quarterly Journal of Medicine (Quart. J. 
Med.] 16, 157-179, July, 1947. 34 refs. 


Cases of sciatica fall into certain diagnostic groups: 
(a) intervertebral disk protrusions; (5) inflammation 
or disease of muscular or fascial structures; (c) involve- 
ment of the cauda equina, sacral plexus, or sciatic nerve 
by gross disease of neighbouring structures; (d) cases 
having a functional basis. 

In the patients with disk protrusion, trauma was the 
important factor, while in myofascial sciatica exposure to 
cold and rheumatic predisposition played a more impor- 
tant part. A single relatively severe injury, such as a 
fall from varying heights with the spine flexed, was 
common in disk injuries, while repeated minor injuries 
often took the form of lifting heavy weights in circum- 
stances of mechanical disadvantage. Two cases followed 
lumbar puncture which had been performed with great 
difficulty. Congenital abnormalities of the lumbar 
spine, excluding spondylolisthesis, were found in approxi- 
mately 12% of patients, but a similar proportion was 
found in a control group. Although exposure to cold 
and damp does not play a prominent part in the produc- 
tion of the initial symptoms of a prolapsed disk, a 
recurrence of the symptoms is not infrequently precipi- 
tated in this way. 

The syndrome of the typical prolapsed disk consists of 
three main phases: initial trauma, a history of which was 


me 


pre: 

727 

pail 

of 

or | 

ext 

gre 

to 
anc 

wet 

tra 

yee 

the 

Th 
eit! 

tw 

du 

an 

fee 

alt 

of 


& 


* 


PERIPHERAL NERVOUS SYSTEM 201 


present in 86%; onset of pain in the back, immediate in 
72%; and later onset of pain in the leg or true sciatic 
pain. The initial pain is usually referred to the midline 
of the lumbar region, with a tendency to spread laterally 
or into the buttocks or thighs. It is rare for the pain to 
extend into the calf or foot at this time. The pain varies 
greatly in severity both in the same patient and from case 
to case. This “ muscle spasm” phase is self-limiting 
and independent of treatment, usually lasting for 2 to 3 
weeks. Attacks of this kind, perhaps after trivial ~ 
trauma or exposure, may be repeated over a period of 
years before the appearance of pain in the leg, which was 
the initial symptom, however, in 40% of the patients. 
This pain in the leg may also be subject to remission, 
either spontaneously or as a result of rest. It is often of 
two distinct types: the pain in the buttock and thigh is a 
dull gnawing or aching sensation, whereas that in the leg 
and foot is described as a sharp stab, a painful numb 
feeling, or a burning sensation, and is more subject to 
alteration by movement or exertion—it has in fact many 
of the features of true root pain. 

Physical signs fall into two main categories: (1) those 
primarily mechanical and due to changes in ligamentous 
and fascial structures in the lumbar region, such as 
alteration in the normal lumbar curve, spasm of the 
erector spinae muscles, scoliosis and disturbances of 
active and passive spinal flexion and extension; (2) 
neurological signs, due to pressure on the nerve root by 
the disk protrusion and consisting of local tenderness, 
Laségue’s sign, and motor, sensory, and reflex distur- 
bances. No motor weakness of the muscles was 
demonstrated, but a wéll-marked hypotonia of the calf 
muscles with wasting was a common finding. No 
constant relation between the area of sensory disturbance 
and the site of disk protrusion was demonstrable; a 
protrusion between the fifth lumbar vertebra and the 
sacrum was never associated with a sensory disturbance 
in the fifth lumbar distribution. Diminution or loss of 
ankle-jerk was present in 63% of patients, and of knee- 
jerk in only 2-5%. Motor, sensory, and reflex distur- 
bances, once present, tend to persist during remissions 
and may do so after laminectomy. The cerebrospinal 
fluid is usually normal. The history and physical signs 
of prolapsed disk are sufficiently definite to justify a 
diagnosis without the use of contrast-medium 
radiography. - 

Differentiation of the early case of disk prolapse from a 
purely “‘ fibrositic ’’ condition may be very difficult and 
may rest largely upon negative findings in the latter 
condition. The procaine injection test is of some help 
in this connexion; in myofascial referred pain, procaine 
injection into the painful area abolishes temporarily, and_ 
occasionally permanently, both symptoms and signs. 

The essential treatment of sciatica is rest in bed, with 
graduated exercises later. There is every reason to 
believe that it is a self-limiting condition; for this 
reason caution should be exercised in recommending 
surgery. In the present series 92 patients were submitted 
to operation for removal of disk protrusion, and 64 of 
these obtained immediate relief from symptoms. At 
best, operation is only a short-cut in an otherwise 
tediously protracted disease. T. Semple 


671. Traumatic Neuritis of the Deep Palmar Branch of 
the Ulnar Nerve 

W. R. Russect and C. W. M. Wuitty. Lancet [Lancet] 
1, 828-829, June 14, 1947. 6 refs. 


This is a brief report of 5 cases of traumatic neuritis 
of the deep palmar branch of the ulnar nerve, presenting 
the picture of an isolated muscular paralysis without 
sensory loss and constituting a-syndrome which may be 
wrongly diagnosed as motor-neurone disease. 

The deep palmar branch of the nerve, after turning 
laterally in the hand, lies in close relation to the proximal 
ends of the metacarpal bones, and these provide a hard 
surface against which the nerve can be compressed. 
Trauma is usually of occupational origin, and the follow- 
ing is a summary of the causes in 4 of the 5 cases 
mentioned: (1) riding a motor-bicycle with a defective 
twist-grip throttle; (2) ramming tent pegs into heavy 
clay; (3) battering hard clods of earth with a spade; 
(4) straightening dents in various pieces of pressed steel 
with a block of wood. The fifth was a case of 
Dupuytren’s contracture. In all cases there were 
paralysis and wasting of the interossei and adductor 
pollicis muscles. There was no sensory loss, and the 
hypothenar muscles were unaffected. Recovery followed 
discontinuance of the trauma to the hand. 

G. F. Walker 


672. Sensory Disturbances occurring in Sciatica due to 
Intervertebral Disc Protrusions: Some Observations on 
the Fifth Lumbar and First Sacral Dermatomes 

M. A. FALCONER, G. L. GLasGow, and D. S. CoLe. 
Journal of Neurology, Neurosurgery, and Psychiatry [J. 
Neurol. Neurosurg. Psychiat.] 10, 72-84, May, 1947. 
10 figs., 19 refs. ; 


In contrast to the generally accepted teaching the 
authors have found that by careful sensory testing in 
cases of protrusion of the intervertebral disk they were 
able to outline a pattern of sensory change which ex- 
tended from buttock to toes, even when only one root 
was involved. Further observations led them to believe 
that the area of loss represents a dermatome; this 
indicates that the classical descriptions of the dermatomes 
by Head, Dejerine, and Foerster are faulty. 

The observations were made on 50 consecutive patients 
suffering from sciatica. Sensory disturbances were more 
easily detected with painful stimuli. Hypoalgesic areas 
were found in 33 of these patients. Each pattern was 
characteristic of a particular nerve root. The fifth 
lumbar root was associated with a strip 3 to 6 in. (7°5 
to 15 cm.) wide stretching from the foot to the lumbar 
region. On the foot this area occupied the dorsum and 
middle three toes and involved a wedge-shaped area of 
the sole. Above, it included the lateral surface of the 
leg; on the thigh it passed in a gradual spiral on to the 
posterior surface and then crossed the buttock to end 
in the lumbar region at the midline. The area associated 
with the first sacral root resembled this but lay more 
laterally in the foot and leg and at a lower level in the 
lumbar region. By anaesthetizing the nerve root, for 
which an ingenious method is described, the authors 
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were able to reproduce this sensory loss in the sound leg 
of their patients. 

{It is notoriously difficult to be certain where minimal 
changes of sensation are concerned, and there may be 
some difficulty in accepting these findings in toto.] 

N. S. Alcock 


DISEASES OF UNKNOWN AETIOLOGY 
673. Asymmetry in Occipital Electroencephalograms 


O. SuGarR. Diseases of the Nervous System [Dis. nerv. 
System] 8, 141-150, May, 1947. 4 figs., 20 refs. 


Until quite recently it was thought that “ electro- 
encephalograms from bilaterally homologous areas, such 
as the right and left occipital, are almost identical ”’; 
lately a few investigators have taken a different view. 
In order to settle this difference of opinion the author 
analysed over 1,000 monopolar recordings of occipital 
electroencephalograms. In cases of migraine, neuro- 
circulatory collapse, cephalalgia, intracranial tumour, 
and cerebral disease with hemiplegia and hemianopia, 
asymmetry was observed. No significant results were 
obtained in cases of epilepsy, psychoneurosis, post- 
traumatic syndrome, infections of the nervous system, or 
in individuals with psychopathic personality. 

Of the cases 20% had depression of the alpha activity 
of the left occipital area; 8-2% of the right occipital area; 
71-2% had equal amounts of alpha activity on both 
sides. Individual waves and groups of waves were not 
found to be synchronous in the occipital records of these 
patients, in contrast to those in the frontal and parietal 
records. The author believes that, in the absence of 
gross abnormalities, such depressions of amplitude and 
alpha activity may be due to diminution of the blood 
supply of the affected side. The presence of such 
asymmetry is, in the author’s opinion, an aid in the 
diagnosis of migraine and other disorders of the cerebral 
circulation. F. K. Kessel 


674. Treatment of Epilepsy with Tridione 
L. J. RoBinson. Journal of Nervous and Mental Disease 
[J. nerv. ment. Dis.] 105, 661-665, June, 1947. 10 refs. 


The action of “ tridione’’ was investigated in 100 
epileptics with petit mal, or psychomotor or myoclonic 
seizures, by administering it in daily doses of gr. 30 
(2 g.) for adults and robust children and gr. 15 (1 g.) for 
infants and frail children, in three divided doses. Before 
administration of tridione the incidence of convulsions 
when the patient was being given the usual anticonvulsant 
drugs was determined; tridione was then given in addition 
to the patient’s usual anticonvulsant. Attacks were 
suppressed in 12, greatly reduced in frequency in 40, 
moderately reduced in 40, unaltered in 4, and made 
worse in 4. Toxic effects were common and limited 
the usefulness of the drug; among them were excessive 
sensitivity to light, drowsiness, epigastric distress, 
headache, maculo-papular rashes, and _ irritability. 
Agranulocytosis, though reported, was not observed in 
this series. Elliott Emanuel 


See also Section Paediatrics, Abstract 527. 


675. Progesterone in the Treatment of Migraine 
INDER SINGH, INDERJIT SINGH, and DEVINDER SINGH. 
Lancet [Lancet] 1, 745-747, May 31, 1947. 9 refs. 


In a series of 23 cases of migraine in women, oestrogens 
were established clinically and therapeutically as causal 
factors in precipitating attacks of migraine. The patients 
were all successfully treated with progesterone, which 
not only terminated but also prevented attacks. In all 
cases migraine was the predominant symptom; among the 
associated symptoms irregularities of menstruation were 
prominent, and 21 of the 23 complained of loss of 
appetite, lassitude, poor concentration, lack of sleep, 
and vague headaches. In all, migraine could be induced 
or increased by the administration of oestradiol and 
relieved by 5 to 15 mg. of progesterone. The amount 
of progesterone required to prevent spontaneous attacks 
was proportional to the severity of the symptoms of 
oestrogen hyperactivity. Case notes of 4 of the series 
are given, with details of the menstrual and gynaecological 
irregularities but little information is given about the 
migraine. 

The occurrence of the migraine can be related to the 
times when excretion of free oestrogen in the urine is 
expected. The other signs of overactivity of the oestro- 
gens were also improved by the treatment. The possible 
mode of action of oestrogens in causing headache is 
discussed, and it is considered that they may act by 
causing temporary enlargement of the pituitary, by their 
effect on the blood vessels, or by causing retention of 
sodium and chlorides in the body. 

[The authors do not give their criteria for diagnosing 
these cases as migraine. It is, in fact, more likely that 
the headaches were part of the syndrome of oestrogen 
overactivity. While it is of interest that they can be so 
well relieved, the authors’ suggestion of giving these 
headaches the title of ‘‘ oestrogenic migraine ’’ implies 
an over-emphasis on one aspect of the syndrome.] 

N. S. Alcock 


676. Clinical Observations on the Diagnosis of Unusual 
Forms of Amyotrophic Lateral Sclerosis. (Kasuistischer 
Beitrag zur Diagnose ungewoéhnlicher Formen der 
amyotrophischen Lateralsklerose) 

R. Hess. Schweizer Archiv fiir Neurologie und Psychia- 
trie [Schweiz. Arch. Neurol. Psychiat.| 59, 152-178, 1947. 
Bibliography. 


This paper contains a thorough description of 8 
atypical cases of amyotrophic lateral sclerosis, of which 
3 were histologically verified and 2 remain doubtful; 
the author discusses some problems of aetiology, par- 
ticularly those concerning predisposition, and mentions 
the occurrence of rare prodromal symptoms such as 
mental changes, muscular spasms, and disturbances of 
sensation of the vasomotor system and of micturition. 
He mentions, furthermore, cases starting in a rather 
unusual way—for example, with hemiplegia, or hemi- 
paresis or rather flaccid paresis and few spastic signs. 
The relevant literature is quoted and used by the author 
in discussing the cases he has observed. 

F. K. Kessel 
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677. Involutional Psychoses. (Psychozy inwolucyjne) 
§. SWIERCZEK. Polski Tygodnik Lekarski [Polsk. Tyg. 
lek.] 2, 813-818, July 7, 1947. 15 refs. 


Involutional psychoses form a vaguely defined group 
and it is doubtful whether they can be described as a 
separate clinical entity. The relation between the 
manic-depressive psychoses and involutionary melan- 
cholia is still obscure. It must also be remembered that 
involutional melancholia is not the only psychosis which 
is encountered during involution. Paranoid states, 
schizophrenic episodes, and catatonic stupors may also 
occur for the first time during the climacteric period, and 
some authorities classify them as involutional psychoses. 

In an attempt to clarify these problems the author made 
asurvey of 80 female patients in whom psychosis occurred 
between the ages of 40 and 60; 72 had had no previous 
psychotic illnesses, and 8 had had one previous psychotic 
episode. Of the total of 80 cases 39 could be classified 
as involutional psychoses according to Kraepelin’s 
description. These 39 cases, which the author submits 
to a searching clinical analysis, were composed of 23 
cases of involutional melancholia, 5 of manic states, 
and 6 of paranoid states; the remaining 5 cases showed a 
variety of schizophrenic and reactive episodes with 
marked involutional trends. Involutional psychoses 
formed 8°% of total female admissions to mental hospitals 
during the period of 10 years on which this survey is 
based. 

In their aetiology hereditary factors could be traced 
in 32°% of cases only, a rate much less than that usually 
accepted for other affective psychoses. Psychological 
traumata, such as death of a near relative or domestic 
misfortunes, were prominent in 60% of cases and 
appeared to play a definite precipitating role. The 
most prominent syndrome was depression with anxiety 
and agitation; this was present in all except 6 cases. 
Delusions of guilt and unworthiness were almost con- 
stantly present but, unlike the manic-depressive psychoses, 
were frequently accompanied by persecutory delusions 
and auditory and somatic hallucinations. Bizarre 
hypochondriacal delusions were often noticed. In all 
paranoid states there was marked affective disorder, and 
in 4 out of 5 manic cases persecutory delusions were 
prominent. The course of these involutional psychoses 
was chronic and progressive deterioration was observed. 
Only 25% of cases improved sufficiently to be discharged 
to the care of relatives. In 6 cases senile and arterio- 
sclerotic signs soon appeared, leading to a progressive 
dementia. Among the remaining 41 cases not classified 
as involutional there were 24 schizophrenic psychoses and 
7 manic-depressive psychoses. Their symptomatology 
was markedly “tainted”? by involutional trends. 
Amongst the schizophrenic patients depression and 
hypochondriasis were frequently met with. The manic- 
depressives showed several atypical symptoms, such as 


hallucinations and paranoid ideas; the tendency to 
spontaneous recovery was poor. The author concludes 
that psychoses during the involutional period show a 
certain similarity of symptoms, such as a marked 
affective disorder (depression with anxiety), occurrence 
of vivid hallucinations, a tendency to chronicity, and the 
presence of environmental precipitating factors. From 
this point of view the involutional psychoses should be 
grouped as a broad entity. 

[This survey was made before the introduction of 
electric convulsion treatment, which has favourably 
changed the prognosis of involutional melancholia. 
Although the psychoses occurring during the involu- 
tional period often show distinctive clinical features, 
particularly in the involutional melancholias, the author’s 
conclusions that all involutional psychoses form an 
entity will not be generally accepted.] J. T. Leyberg 


678. The Incidence of Neurosis Among Factory Workers 
R. Fraser. Medical Research Council. Industrial 
Health Research Board [Industr. Hlth Res. Bd, Med. 
Res. Coun.| Report No. 90, 1-66, 1947. 23 figs., 
12 refs. 


The author points out that absence from work in 
factories is due much more to the common illnesses which 
affect the general community than to specific industrial 
accidents and diseases. A random sample of 3,000 male 
and female workers in thirteen light and medium engineer- 
ing factories was examined by three physicians, to dis- 
cover the incidence of neurosis. Of those examined 
(80% of the whole), 10% (9-1% of men and 13% of women) 
suffered from disabling neurotic illness, and a further 
20% (19:2% men and 23% women) from minor forms of 
neurosis during 6 months. Neurotic illness caused 
between a quarter and a third of all absence from work 
due to illness, involving 1-09% of the men’s possible 
working days and 2-4% of the women’s. These losses 
were at least equivalent to those due to any of the five 
other subdivisions of illnesses causing absence. 

The investigations were carried out in wartime but 
involved factories which had not undergone serious 
industrial changes or bombing. Long hours of work did 
not seem to bear much relation to neurosis and certainty 
of employment and high wages were favourable factors. 
Neurosis was as common among highly-paid skilled 
workers as among unskilled labourers, so the elimination 
of all neurotics from industry would not be a profitable 
solution. Workers who had had little previous illness 
and were of good physique showed less neurosis, but age 
had no influence. Those with fixed habits suffered more, 
and those who were adaptable, stable, and tenacious 
suffered less. Frequent change of employment was 
associated with poor resistance to neurosis, as was low 
intelligence. Attempts to undertake work which required 
more or less skill than that appropriate to the workers’ 
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intelligence were a potent cause of neurosis. Change of 
residence and the type of house or district in which the 
worker lived did not seem to influence the incidence of 
illness. 

There was less neurosis among those subjects with more 
than average domestic responsibilities or social contacts 
and those engaged in congenial work than among the 
rest. Neurosis was more frequent in: (1) those who 
worked over 75 hours a week and who were subject to 
fatigue; (2) workers who received inadequate diets; 
(3) those who had restricted social contacts, recreation, 
or leisure interests; (4) those who were widowed or 
separated from relatives and friends or (among women) 
those who were married with partial home duties; 
(5) workers who had considerable abnormal responsi- 
bilities; (6) those whose work was boring or was 
disliked; (7) those who were on very light or sedentary 
work, on tasks requiring skill appropriate to intelli- 
gence, on assembly, bench, inspection, or tool-room work 
on tasks requiring constant attention, especially if the 
worker was given little scope for initiative or technical 
responsibility, on work programmes offering little variety, 
and on tasks for which the lighting was unsatisfactory. 
Groups (3) and (4) were found to be the most 
important. 

Full statistical data are supplied on all these points and 
diagrams present the results. Appendices deal with the 
methods of investigation and give illustrative case- 
histories. R. G. Gordon 


679. The Treatment of Schizophrenic Psychosis by 
Direct Analytic Therapy 

J. N. Rosen. Psychiatric Quarterly [Psychiat. Quart.} 
21, 3-37, Jan., 1947. 


In this paper and the appended discussion the question 
of how far chronic schizophrenic patients can be helped 
by psychoanalytic methods is considered. The author 
claims success in 37 out of 38 “* deteriorated ’’ cases, 
though it has been suggested that such patients are 
really “ inveterated ’’—that is, affected by the chronicity 
of the illness so that the patient has built up a thick wall 
of defences between his ego and the hostile environment. 
The point of Rosen’s work is that the analysis must be 
very deep, extending to levels of emotional experience 
. before expression in words. He describes what he calls 
talking directly with the unconscious, by which he means 
that he treats all the material supplied by the patient in a 
symbolic way, interpreting it in accordance with Freud’s 
rules for symbolization so that he can immediately show 
the patient what his symptoms—hallucinations and 
delusions—treally imply. In the case history recorded as 
illustrative he shows the patient how his whole psychotic 
behaviour turns on strong homosexual impulses directed 
to the father and then to the analyst, coupled with hostile 
feelings against the father for depriving him of the 
mother. As the patient works through these interpreta- 
tions he gradually loses his intense panic and anxiety and 
is freed from his inhibitions, so that he ceases to be 
psychotic and achieves adjustment on a more mature 
level. The analyst must also divest himself of all 
hostility and fear towards the patient and his psychosis, 
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so that the transference may become very complete, 
The question arises whether the results obtained will be 
lasting, but, as the author points out, even though 
relapses should occur in patients notoriously brittle in 
their adjustments to life, their release from illness and 
resocialization even for a time is worth while. 
[Obviously such technique can be practised only by 
very experienced and erudite psychoanalysts who are 
not deterred by the time-consuming nature of the task; 
but the impression is gained that this method, if successful, 
is more likely to achieve lasting benefit than the pre- 
carious “‘ aims”’ obtained by shock or even by insulin 
therapy.] R. G. Gordon 


680. Shock Therapy during Pregnancy 
E. M. Kent. Psychiatric Quarterly [Psychiat. Quart.] 
21, 102-106, Jan., 1947. 5 refs. 


Pregnancy has been regarded by many as a contra- 
indication to shock therapy, though patients have been 
described in the literature in whom this form of therapy 
did not interrupt the normal course of pregnancy. 


Three psychotic women were treated in Gowanda State . 


Homoeopathic Hospital. The first, a Jewish multipara, 
had a paranoid schizophrenia. A third course of shock 
therapy combined with insulin treatment without rest in 
bed was given during pregnancy, though the latter was 
not diagnosed with certainty at the time and abortion 
ensued at four months. 

The second patient was a Polish woman, five montis 
pregnant with her second child, who developed a manic- 
depressive psychosis for which she was given electro- 
shock treatment with fair results, the child being delivered 
alive by Caesarean section. The third patient, an 
American woman four months pregnant with her first 
child, became severely ill with schizophrenia. She was 
given electroshock therapy and deep insulin therapy with 
some benefit, and was delivered of a living child at term. 

It is clear that pregnancy is not a complete contra- 
indication to shock therapy, though the latter is not, 
unattended with risk. Whether the treatment is more of 
a risk than the manifestations of the psychosis is open to 
doubt. Not enough is known to indicate whether any 
particular stage of pregnancy is more favourable for this 
treatment or whether any length or severity of treatment 
constitutes an added risk. Each case must be treated on 
its merits. R. G. Gordon 


681. Electroencephalographic Studies following Electric 
Shock Therapy. Observations on Fifty-one Patients 
Treated with Unidirectional Current 

A. A. Weir and W. C. BRINEGAR. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago) 57, 
719-729, June, 1947. 1 fig., 16 refs. 


Forty-one psychotic and 10 neurotic female patients 
received 3 to 20 therapeutic electric shocks (E.S.T.) with 
unidirectional fluctuating current (Reiter apparatus). 
Electroencephalograms (E.E.G.) were taken before, and 
4 and 14 days after the course of E.S.T., and were classed 
as normal, questionable, pathological, and grossly 
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pathological, according to specified detailed criteria. 
The pre-shock E.E.G. was normal in 29, questionable in 
14, pathological in 4, and grossly pathological in 4. 
After treatment, an increase in voltage, a decrease in 
frequency, and the appearance of various abnormalities 
were almost universal. In general, the increase in 
abnormality of the record was directly proportional to 
the number of treatments. The E.E.G.s of a large 
percentage of patients receiving less than 10 E.S.T.s had 
returned to normal 14 days after the last treatment. Of 
those receiving more than 10 E.S.T.s, a large proportion 
retained abnormalities after 14 days. In patients given 
10 or fewer treatments the changes in the E.E.G. seemed 
less than those after E.S.T. with alternating current, but 
this was not true for patients receiving more than 10. 
From the E.E.G.s after 14 days it appeared that patients 
aged 25 to 44 were able to retain more normal brain-wave 
patterns than those younger or older. Of the 8 or 9 
patients with abnormal pre-shock E.E.G.s nearly all had 
a less abnormal E.E.G. after E.S.T., but this was not 
related to psychiatric improvement. 

A better clinical result from E.S.T. is suggested by a 
normal pre-shock E.E.G. than by an abnormal one; the 
latter usually indicates that a longer course of E.S.T. will 
be necessary; a highly abnormal E.E.G. 14 days after the 
last treatment was usually found in patients requiring 
further hospital treatment. 

Many detailed tables and other analyses are given [but 
the breakdown figures are sometimes rather small for 
conclusions to be drawn]. Reference is made to the 
literature on the subject. Harry Stalker 


682. Electroencephalographic Study of Electric Shock 
Therapy. Psychotic Patients Treated in a United States 
Naval Hospital 
J.D. Moriarty and J.C. Sremens. Archives of Neurology 
and Psychiatry [Arch. Neurol. Psychiat., Chicago] 57, 
713-718, June, 1947. 1 fig., 5 refs. 


The patients were 106 men, aged 18 to 40, suffering 
from schizophrenic, schizo-affective, and depressive 
psychoses, and treated in hospital for 2 to 6 months 
(sometimes 12 months) before electroshock therapy 
(E.S.T.) was tried. Deviations in pre-psychotic per- 


sonality were less than in civilian groups, and no patient . 


gave a history of convulsions. Six to 30 shocks were 
given with unidirectional current (Reiter electrostimu- 
lator). One electrode was applied to the right temple 
and the other to the vertex, so that the right hemisphere 
received the primary stimulation; 60 to 80 milliampere- 
seconds (delivered at about 35 volts) usually produced a 
convulsion—in contrast to the much larger doses with 
standard bitemporal application of alternating current. 
Seventy-seven patients recovered sufficiently to be 
discharged home; 29 did not. 

The electroencephalograms (E.E.G.) were classified 
in four categories: normal or borderline; mildly 
abnormal, such as those showing some disturbance in 
pattern and scattered 5 to 7 per second waves of medium 
voltage; moderately abnormal, such as those showing 
considerable disturbance in pattern, with a large amount 
of 5 to 7 per second activity and occasional 2 to 4 per 


second waves; and highly abnormal, such as those 
showing gross fragmentation of pattern and many runs 
of high-voltage 2 to 4 per second waves. 

The pre-shock E.E.G.s were definitely abnormal in 
only 4 out of 90 patients. The E.E.G. usually showed 
definite abnormalities (demonstrable at least 24 hours 
later) after 3 to 6 shocks. There was a general trend 
(with exceptions) towards increased abnormality with 
more frequent administration and increased number of 
shocks. The rates of electroencephalographic recovery 
were: rapid—within a week; medium—largely within 
2 weeks (the greatest number); or slow—within a month 
and perhaps longer (a few). 

Although the right hemisphere always received the 
primary stimulation the electroencephalographic distur- 
bances were entirely symmetrical and equal in the two 
hemispheres, and therefore appear to be due mostly, 
if not entirely, to the convulsion rather than to the 
electric current. In about one-third of the patients, 
however, the right temple showed an appreciably lower 
voltage than its homologous area. 

Comparing patients who recovered and those who did 
not the authors found that both received almost the same 
average number of treatments and that the E.E.G. 
abnormalities were also similar. The degrees of 
abnormality in the E.E.G. developing during E.S.T. 
showed the same distribution curve for the 2 groups, and 
the rate of return to normal of the E.E.G. did not vary 
either. The E.E.G. is therefore no prognostic guide in 
E.S.T. An even more surprising lack of correlation was 
found between E.E.G. deviations and sensorial distur- 
bances, such as impairment of memory and confusion. 
The obvious changes in cerebral physiology registered in 
the E.E.G. do not give a direct clue to the mechanism of 
healing in E.S.T. Harry Stalker 


683. Electrocerebral Shock Therapy. A Reconsidera- 
tion of Former Contraindications 

M. T. Moore. Archives of Neurology and Psychiatry 
[Arch. Neurol. Psychiat., Chicago] 57, 693-711, June, 
1947. 3 figs., Bibliography. 


From experience of 2,181 patients, each receiving an 
average of 9-5 sessions of electro-shock therapy (E.S.T.), 
the author concludes that the contraindications to this 
treatment can be modified. Of 1,596 in-patients a 
diagnosis of organic psychiatric state was made in 38— 
cerebral arteriosclerosis, 14; syphilis of the brain, 7. 
Fifteen patients were over 65 years and 2 over 70. 

Eighteen patients had general arteriosclerosis and 190 
hypertension. There were 238 cases of heart disease of 
many kinds [apparently overlapping the first group], 
including: hypertensive cardiovascular disease, .21; 
coronary artery disease, 25; and myocardial infarction, 
9. Case reports are given of 4 patients with serious 
cardiac disturbances not adversely affected by the 
treatment, and of 1 patient with diabetes mellitus and a 
history of myocardial infarction who developed a fresh 
infarction immediately after the first full convulsion and 
died 4 weeks later. The author agrees with Pacella that 
** individuals with varying degrees of cardiovascular 
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disease, with or without abnormalities in the electro- 
cardiogram, ordinarily tolerate convulsions well, pro- 
viding the disease is not too acute or severe’. 

Endocrine disturbance was present in 63 patients, 
including 12 with diabetes mellitus and 6 with hyper- 
thyroidism; but, although there were no complications 
in the present series, the author does not advocate E.S.T. 
in hyperthyroidism without previous preparation. 
Skeletal disorder, mainly scoliosis and kyphosis, was 
present in 40. Among 30 patients with pulmonary 
disease were 8 with chronic tuberculosis and 2 with 
active tuberculosis; 2 case reports are given. Active 
peptic ulcer with recent bleeding or radiological signs of 
a crater contraindicates E.S.T. 

Except for the death described above and one other 
fatality of obscure origin in a man apparently physically 
sound, there were no complications of moment in any of 
the patients. Of the 1,596 in-patients, 552 recovered 
and 838 were improved; 1 committed suicide. 

“It is felt that the former arbitrary and rigid contra- 
indications to E.S.T. should be relaxed so that many 
more patients may derive the benefits to be obtained from 
such treatment. However, there should be no relaxation 
in the exercise of proper caution in the selection of patients 
for treatment, the choice to be determined by the over-all 
physical status of the patient, the severity of the present- 
ing psychosis, the immediacy of the need of treatment, and 
the promise of a favorable result.” 

[Beyond the general figures, partly quoted above, and 
a few case reports the author does not give many parti- 
culars about the patients’ general psychiatric and 
physical states. A more detailed analysis of the cases 
of cardiac disorder is, however, in preparation.]} 

In the discussion Kalinowsky agreed in general with the 
author. It is often stated that patients have to be built 
up physically before E.S.T.; actually, this treatment is 
the best way of increasing the weight of a psychotic 
patient. An abnormally high blood pressure often falls 
when E.S.T. removes the emotional strain of an agitated 
depression. The speaker started treatment with a low, 
subconvulsive stimulus to make the patient relax, and 
immediately followed this with the production of a full 
convulsion; a patient with relaxed musculature was less 
apt to sustain a fracture. 

Bennett believed that many of the conditions described 
were contraindications unless preliminary curarization 
was used to protect the patient from skeletal and visceral 
trauma. [This was not done in any of Moore’s cases.] 

Foster Kennedy had treated 2 patients with multiple 
sclerosis and affective symptoms, with excellent results. 

Harry Stalker 


684. Clinical Evaluation of a New Sedative-hypnotic 
(3,3-Diethyl-2,4-Dioxotetrahydropyridine) in Psychiatric 
Conditions 
P. PoLaTiIn and W. A. Horwitz. Psychiatric Quarterly 
[Psychiat. Quart.] 21, 107-116, Jan., 1947. 3 refs. 


Attention is drawn to the fact that many of the barbi- 
turates are extremely toxic and are becoming increasingly 
used by suicides. Any effective but less toxic drug is 
therefore preferable. Trials were made with N.V. 903 


(3,3-diethyl-2,4-dioxotetrahydropyridine). The drug has 
a marked depressive action on the central nervoys 
system with no cumulative toxic effects. It was tried out 
on 100 patients in the New York State Psychiatric 
Institute, both as a hypnotic at night and as a daytime 
sedative. Dosage was from 0-1 to 0-6 g. orally up to3 
doses a day. The effect usually began within one hour 
and lasted for 6 hours. There was some subsequent 
drowsiness in a few cases, and one schizophrenic had 
hallucinations. The drug did not appear to cause habit 
formation, and continued administration did not 
diminish the response of the patient. It had no signifi. 
cant effect on the blood picture, though one patient 
developed a slight transient leucopenia. It proved very 
satisfactory when used as a hypnotic; only 4 patients 
out of 90 showed unsatisfactory responses. As a 
daytime sedative it was less satisfactory, 12 out of 43 
failing to respond. N.V.903 would seem to be well 
worth further clinical trial. R. G. Gordon 


685. The Use of Aminophylline in Neuropsychiatric 
Disorders Associated with Cerebral Arteriosclerosis and 
Hypertensive Encephalopathy 

H. H. Reese and F. Kant. American Journal of 
Psychiatry [Amer. J. Psychiat.) 103, 731-732, May, 
1947. 


Aminophylline in doses ranging from gr. 14 (0-1 g) 
three times a day to gr. 3 (0-2 g.) four times a day was 
given to 32 patients with psychiatric symptoms due to 
cerebral vascular disorder, on the assumption that the 
drug would improve the cerebral circulation by vaso- 
dilatation. Of these patients, 23 derived definite benefit 
and were discharged to their homes. Retention and 
memory defects persisted but confusional states often 
cleared up rapidly. Vertigo, dizziness, headaches, and 
other minor neurological manifestations were also 
relieved in a number of cases. A. Limentani 


686. The Effect of the Inhalation of Nitrogen on General 
Condition and the Course of Endogenous Depression. 
(Ober die Wirkung von Stickstoffatmung auf Zustands- 
bild und Verlauf endogener Depressionen) 

H. Bussow, E. DuNKER, and H. ALBRECHT. Nerven- 
arzt [Nervenarzt] 18, 229-238, May, 1947. 22 refs. 


Fifteen cases of endogenous depression were treated 
with anoxia, induced by breathing low-oxygen mixtures 
(as done before by Himwith et al. and by Fraser and 
Reitman). Some patients showed an _ immediate 
improvement of mood, and even temporary hypomanic 
reactions. There were no “organic after-effects” 
comparable with those following electric shocks. An 
assessment of the therapeutic result on the illness as a 
whole is impossible. E. Guttmann 


687. The Use of Electro-Shock Therapy in Psychiatric 
Illness Complicated by Pulmonary Tuberculosis: Report of 
a Case 

O. A. Witt and A. M. DuvaL. Journal of Nervous and 
Mental Disease [J. nerv. ment. Dis.] 105, 637-646, June, 
1947. 2 figs., 44 refs. 
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VIRUS DISEASES 


688. Modification of Human Red Cells by Virus Action 
c. M. Cuu and R. R. A. Coomss. Lancet [Lancet] 
1, 484-485, April 12, 1947. 2 refs. 


The sensitivity of human red cells to agglutination by 
the “‘incomplete”’ anti-D Rh antibody after their 
treatment by haemagglutinating viruses has been investi- 
gated. Twenty-four samples of human red cells, of 
which 16 were Rh-positive and 8 Rh-negative, were 
treated with virus-infected allantoic fluid, and after 
agglutination and subsequent elution of virus the cells 
were centrifuged and resuspended in saline to the 
original concentration. 

Four viruses were employed: influenza A, PR8 
strain; influenza B, Lee strain; swine influenza, Shope; 
and Newcastle disease virus, Doyle’s strain (N.D.V.). 
Viruses were grown for 48 hours in the allantoic sac of 
10-day embryonated eggs. All fluids were examined by 
chick-cell agglutination (C.C.A.) and the identity of 
viruses checked by C.C.A.-inhibition tests with specific 
immune sera. Agglutination tests were set up with 
virus-treated cells and a 1 in 32 dilution of a serum 
containing the “ incomplete”’’ form of the anti-D Rh 
antibody to a titre of 1 in 256, from which the anti-A 
and anti-B iso-agglutinins had been absorbed. A normal 
human serum was used as control. 

In general there was a gradation of activity of the four 
viruses which reacted in order of their strength as follows: 
N.D.V.>swine influenza> influenza B> influenza A. 
The most clear-cut results were obtained with the N.D.V.- 
treated cells, only Rh-positive cells being agglutinated by 
the ‘incomplete’ Rh antibody, and cells of varying 
genotype within the group showing little or no variation 
in susceptibility. Irrespective of the virus, Rh-negative 
cells invariably gave negative results. Normal allantoic 
and amniotic fluid from 12-day-old embryos showed no 
similar action on red cells. 
allantoic fluid through a 0-16 p-“ gradocol ” membrane 
was found to remove both haemagglutinating activity 
and its capacity to render appropriate cells susceptible to 
agglutination by the “* incomplete ’’ antibody. 

A. Henderson-Begg 


689. Sand-fly Fever. Review of 664 Cases 
J. FLEMING, J. R. BIGNALL, and A. N. BLApes. Lancet 
[Lancet] 1, 443-445, April 5, 1947. 11 refs. 


Sand-fly fever became prevalent in Italy in 1943, 1944, 
and 1945, especially in the autumn of 1944 and the 
summer and autumn of 1945; this paper refers to cases 


_ in British and American soldiers who were admitted 


during this period to two military hospitals—one in 
Rome, the other in Naples. There appeared to be very 
few sand-flies (Phlebotomus papatasii) in Rome and Naples 


Filtration of virus-infected , 


_ 457-464, April, 1947. 


at the time, and the authors think that other insects may 
also have conveyed the infection. Only 7 of the 664 
patients had definite insect-bites; the others neither 
showed signs nor gave a history of bites. On the other 
hand, of 500 soldiers who gave a history of skin irritation 
and wheals caused by the bites of culicine mosquitoes 
and Stomoxys calcitrans, none had been treated for a 
short bout of fever; the authors therefore suggest that a 
local reaction to a bite may be protective. 

The temperature reached its highest point within 24 
hours in 624 cases; headache was present in 638, retro- 
orbital pain in 364, body pain in 410, vomiting in 116, 
photophobia in 55, giddiness in 20, neck-stiffness in 121 
(Kernig’s sign in 3), conjunctival injection in 240, a crop 
of small vesicles on the palate in 100, and a skin rash in 
95. The fever lasted for 3 days in 83% (550) and for 2 to 
5 days in 89%. Leucopenia was present on the first day 
in most cases, and during the fever the neutrophils 
became relatively fewer and the lymphocytes relatively 
more numerous. Two successive passages in volunteers 
were made by the injection of 1 ml. of serum, and in each 
case typical 3-day fever developed after 24 days. 

In 80 cases lumbar puncture was performed to exclude a 
diagnosis of cerebrospinal meningitis; the total protein 
was increased in 70, varying from 20 to 130 mg. per 
100 ml. [the method of estimation is not stated]; leuco- 
cytosis was present in 35 and lymphocytosis in 30, the 
average cell count being 90 and the highest 360 per c.mm. 
In every case there was an increase of either the protein 
or the cell count. The pressure varied from 130 to 210 
mm. water (average 140 mm.) in 15 patients with severe 
headache. In differential diagnosis, cerebrospinal fever, 
poliomyelitis, atypical pneumonia, and infective hepatitis, 
as well as malaria, have to be considered. 

The authors refer especially to the experimental study 
of Sabin et al. (J. Amer. med. Ass., 1944, 125, 603 and 
693). J. F. Corson 


690. Experimentally Induced Infectious Hepatitis. 
Roentgenographic and Gastroscopic Observations 

W. P. Havens, S. D. KuUSHLAN, and M. R. GREEN. 
Archives of Internal Medicine [Arch. intern. Med.| 79, 
15 refs. 


Volunteers experimentally infected with the virus of 
infective hepatitis were examined radiographically and by 
gastroscopy. The infection was conveyed by feeding of 
serum or stool or by serum inoculation from infected 
individuals, and all the subjects tested had both jaundice 
and abnormal liver function tests. Of 9 subjects 
examined during the pre-icteric or early icteric period, 
3 showed radiological changes suggesting gastritis or 
duodenitis. Another 11 men were examined radio- 
logically before inoculation and found to be normal at 
that time, after which they were re-examined during the 
early phase of hepatitis; 4 then showed evidence of 
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gastritis or duodenitis. Gastroscopy carried out before 
and after infection showed acute superficial gastritis in 3 
out of 6 individuals. There was. no correspondence 
between the gastroscopic and radiological findings, nor 
between these findings and clinical symptoms such as 
anorexia or vomiting. The gastroscopic examination 
disclosed a fiery red and oedematous mucosa with pools 
of greyish exudate between the folds. The radiological 
changes were mainly those of increased duodenal 
irritability. 
[These findings, though suggestive, do not give con- 
clusive proof of the involvement of stomach or duodenum 
in infective hepatitis. At the same time they lend sup- 
port to other evidence that during the early stage of the 
illness the virus affects the gastro-intestinal tract; this 
might be expected if, as we now know, the infection is 
normally acquired by ingestion.] Thomas Hunt 


691. The Isolation from the Horse in French Equatorial 
Africa of a Street Rabies Virus with the Characters of a 
Fixed Virus. (Présence en Afrique Equatoriale Fran- 
caise d’un virus rabique des rues d’origine équine 
naturellement renforcé) 

J. Cecca.pi, P. PAQuier, E. TRINQUIER, A. PELLISSIER, 
and R. VARGues. Annales de I’ Institut Pasteur [Ann. 
Inst. Pasteur| 73, 589-591, June, 1947. 


Working at the Pasteur Institute, Brazzaville, the 
authors state that they have isolated from a naturally 
infected horse a rabies virus which, when inoculated 
intracerebrally into rabbits, killed them in from 5 to 10 
days on primary inoculation and regularly in 6 days on 
the third passage. This strain of rabies virus thus has 
the characteristics of a “ fixed’’ virus. G. M. Findlay 


692. Early Diagnosis of Poliomyelitis 

J. F. Pout. Journal of the American Medical Association 
[J. Amer. med. Ass.] 134, 1059-1061, July 26, 1947. 1 
fig. 

An epidemic of 1,125 cases of poliomyelitis occurred 
in Minneapolis, U.S.A., during 1946. Working in the 
Elizabeth Kenny Institute, the author found that diag- 
nosis can be made with certainty, in most cases, within 
24 hours. Early diagnosis is vital, and paralytic symp- 
toms must not be awaited before treatment is begun. 
Indeed, 34-:7% of patients did not show paralysis at any 
time, although they were seriously ill. 

The symptoms may be tabulated as follows, in order of 
their appearance: (1) headache, during the first 24 hours, 
more than usually severe (prominent in 57% of cases); 
(2) fever, seldom rising above 103° F. (39-5° C.), present 
in only 80% of cases; (3) nausea, vomiting, anorexia, 
stiff neck, stiff back, pains in the limbs, and general 
malaise with listlessness, in that order of frequency. In 
10% of cases an early complaint was sore throat, without 
local inflammatory signs. This suggests a neuritic type 
of sore throat, which may be a precursor of bulbar 
paralysis. The complaint of sore throat proved to be ten 
times as frequent in cases which ultimately developed the 
bulbar type of paralysis. A tendency for the symptoms 
to abate temporarily after 24 hours is characteristic, 


and this occurred in 22% of cases. The remission 
lasted for 2 to 3 days, and this group included 17% of the 
non-paralytic cases. 

The quiet lethargy of the patient changes to marked 
irritability and resentment as soon as he is moved or 
handled. Resistance of the neck to passive flexion and 
shortening of the hamstrings are found. The cardinal 
early sign of poliomyelitis is this muscular spasm, which 
always appears in both paralytic and non-paralytic 
cases. Muscular pains are a common accompaniment. 
Spasm is more severe and intractable in cases destined to 
be paralytic, and 2 to 10 months’ treatment was required 
for its relief. Non-paralytic cases, however, were 
relieved of muscle spasm after an average of 23 days’ 
treatment. Other muscle groups are less commonly 
spastic; the frequency with which they are involved is 
shown in two tables, which also draw a comparison 
between paralytic and non-paralytic cases. Every case 
exhibited spasm of the posterior neck, posterior spinal, 
and hamstring groups of muscles. Respiration may be 
impaired by spasm of the muscles concerned; sometimes 
abdominal rigidity may simulate that of appendicitis. 

Paralysis began in 65-4% of cases at some time during 
the first 15 days of illness. On the third day paralysis 
was observed in 10% of cases; in 9-6% the paralysis did 
not appear until after 7 days had elapsed. In bulbar 
cases the third day was the most significant, although 
the paralysis tended to appear sooner than in spinal cases. 

The characteristics of .the cerebrospinal fluid are: 
(1) crystal clarity; (2) normal or low pressure; (3) 
normal or slightly elevated protein content; (4) cell 
count not usually higher than 350 per c.mm. Cell 
counts were normal in 4% of cases. The cells are 
predominantly mononuclear after the first 48 hours; 
before this they are polymorphonuclear. Other labora- 
tory tests show nothing distinctive, although useful 
negative signs may be found in doubtful cases. 

In a note on differential diagnosis the author makes the 
following observations: (1) Guillain-Barré disease 
[acute infective polyneuritis, a mildly contagious virus 
disease, spread by droplet infection and affecting mainly 


the motor nerves, usually with eventual complete 


recovery] does not cause stiffness of the neck, and the 
weakness or paralysis progresses Over a period of weeks. 
The cell count in the cerebrospinal fluid is normal but 
the protein content is high. (2) Patients with meningitis 
and ericephalitis are restless and hyperactive at the onset, 
not listless and lethargic as in poliomyelitis. (3) Trans- 
verse myelitis is characterized by sensory as well as motor 
changes in the nervous system. e T. E. Graham 


See also Section Hygiene and Public Health, Abstracts 
377-8 and Section Microbiology, Abstracts 514-16. 


693. Outbreak of Virus Encephalomeningitis in North- 
West Middlesex 

G. H. Jennincs. Lancet [Lancet] 1, 471-477, April 12, 
1947. 1 fig., 18 refs. 


The author describes a series of 35 cases, in which 
meningitic and encephalitic symptoms were prominent, 
during the period March-November, 1946, in N. W. 
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Middlesex. There was no history of direct contact 
between cases. The outbreak coincided with an outbreak 
of poliomyelitis in the neighbourhood, and among cases of 
acute poliomyelitis the author saw a number which were 
clinically similar to those described in his own series. 

The majority of these were in children or young 
adults, and the illness, usually of sudden onset, began 
with fever and frontal headache. A prodromal period of 
fluctuating fever and headache before the onset of the 
more severe meningitic symptoms often rendered early 
diagnosis difficult. Furred tongue and anorexia were 
common in the early stages, but faucial inflammation and 
coryza were uncommon. The increased severity of 
headache, which probably marked the onset of the 
meningitis, was apparently the determining factor in the 
admission to hospital of many of the patients, but in 6 
cases symptoms suggesting encephalitis were the pre- 
dominating features. 

Cranial-nerve weaknesses were occasionally seen, and 
3 patients during convalescence developed leg weakness 
with increased tendon reflexes. The course of the illness 
after admission was variable, but generally there was 
fever, in many cases of low grade (99° to 100° F. : 37-2° 
to 37°8° C.), lasting for about a week. Usually all signs 
and symptoms had disappeared by the end of the febrile 
period. Temperature fell by lysis in all cases. Leuco- 
cyte counts showed a tendency to leucopenia rather 
than leucocytosis, and Paul-Bunnell and Widal tests, 
where performed, were negative. The cerebrospinal 
fluid findings were used to divide the cases arbitrarily 
into two groups: Group I with positive C.S.F. findings, 
however slight (the meningitic and encephalo-meningitic 
cases), and Group II with negative findings (the abortive, 
influenzal, or non-meningitic cases). 

Sample case records are given from 12 patients in 
Group 1, 7 being cases where encephalitic symptoms or 
cranial-nerve palsies accompanied the meningitic signs, 
and 5 being cases in which the meningitic signs predomi- 
nated. The 13 cases in Group II were characterized by 
a brief and irregular febrile illness, usually of sudden 
onset, with headache and slight stiffness of the neck as 
the predominant features. Sore throat and coryza 
occasionally occurred, and in 2 cases there were transient 
mental confusion and excitement. Accentuated tendon 
jerks were noted in many patients, but plantar responses 
were with one exception flexor. The peak of incidence 
of both groups fell within the same period. 

Treatment appeared to have little effect on the illness, 
both sulphonamides and penicillin being given in a small 
number of cases. Lumbar puncture gave symptomatic 
relief where headache was associated with a raised C.S.F. 
pressure. 

In an attempt to isolate the causal agent C.S.F. and 
blood were inoculated into a variety of laboratory 
animals, but in no case did any illness ensue. The author 
discusses these results and concludes that, while the 
weight of evidence is against these cases being due to 
the virus of benign lymphocytic choriomeningitis, there 
is at present insufficient evidence either to incriminate a 
specific neurotropic virus or even to show whether a 
single agent was responsible for the outbreak as a whole. 

A. Henderson-Begg 
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694. Typhus Fever in California, 1916-1945, Inclusive. 
An Epidemiologic and Field Laboratory Study 

M. D. Beck and A. V. ALLEN. American Journal of 
Hygiene [Amer. J. Hyg.] 45, 335-354, May, 1947. 1 fig., 
39 refs. 


The authors give a survey of typhus fever in California, 
which is listed as one of the epidemic foci of this disease. 
They describe two periods; during the first one (1916-17) 
there were 32 cases and 4 deaths; the typhus was prob- 
ably of the epidemic type and transmitted by lice. In 
the second period, from 1919 to 1945, 362 cases with 17 
deaths occurred. These cases were of the murine type, 
transmitted by fleas. The seasonal distribution was 
independent of any definite month, but a slight increase 
could be observed in the late summer and autumn. 
Nine patients were under 9 years of age, none under 
1 year; the peak of incidence was reached in the age 
groups 20 to 39 years. There is no age-specific immunity. 
The incidence in white people is approximately four 
times greater than in Indian-Mexicans and fifteen times 
greater than in negroes; approximately twice as many 
males as females were taken ill. The California field 
surveys have demonstrated the following animals to be 
natural reservoirs of infections by typhus rickettsiae: 
Rattus norvegicus, R. rattus, R. alexandrinus, and Mus 
musculus. Experimental work has shown that the 
ground-squirrel, Citellus beecheyi, may be infected with 
a murine strain of typhus fever and may act as a potential 
reservoir of infection. Franz Heimann 


695. Tissue Pathology of Experimental Tsutsugamushi 
Disease (Scrub Typhus) in Swiss Mice and Macacus 
rhesus Monkeys and the Report of One Human Case 
Acquired in the Laboratory 

J. L. Tuwuts, I. Gersu, E. JENNey, W. F. McLimans, and 
J. W. Vinson. American Journal of Tropical Medicine 
[Amer. J. trop. Med.| 27, 245-257, May, 1947. 1 fig., 
11 refs. 


In these experiments 87 mice and 10 monkeys were 
used. The mice were injected igtraperitoneally with 
1,000 M.L.D. of egg-yolk suspension of the Karp strain 
of Rickettsia orientalis, and the monkeys were inoculated 
intradermally, intraperitoneally, and intravenously with 
the same suspension or with an infected guinea-pig 
spleen emulsion of the rickettsiae [dosage not given]. 

Clinical signs of illness developed after 4 or 5 days, 
the blood becoming infective after the fourth day. All 
the mice died on the ninth to the twelfth day, but the 
monkeys gradually recovered after about 15 days. In 
the case of mice the course was too rapid for develop- 
ment of degenerative changes, and focal necrosis was 
rarely found, but in monkeys these were seen more 
frequently. In the spleen early hyperplasia of the 
lymphoid macrophage elements was accompanied after 
4 or 5 days by a gradual reduction in size of the Malpi- — 
ghian corpuscles and eventual depletion of cells. It was 
found that the experimental disease in mice and monkeys 
in its terminal stages produces similar pathological 
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changes to those found in man, with widespread involve- 
ment of tissues of mesenchymal origin, due to lymphoid- 
macrophage proliferation and invasion. In mice the 
spleen was the first organ to react, mitotic activity 
appearing after the third day from inoculation. 

Endothelial “* stickiness *’ was evident in most of the 
organs examined, and gradually subsided in monkeys as 
convalescence was reached, but in no case was the endo- 
thelium destroyed, while necrosis was rarely found in 
the walls of blood vessels. Perivascular collections of 
cells increased during the disease and persisted during 
the convalescent period, while small focal necroses in 
the parenchyma of organs were found during the more 
advanced stages. 

Owing to lack of definite pathognomonic lesions, 
diagnosis should depend not merely on histological 
examination but mainly on a history of exposure to the 
mite vector, presence of the organism as shown by blood 
and spleen inoculation, organ impression smears, and 
the trend of the Proteus OX-K agglutination titres. 
Numerous attempts to produce tissue sections satis- 
factory for the demonstration of Rickettsia failed. 
Most of the organs of the body were examined; changes 
in the brain, adrenals, striated muscle, thyroid, eye, and 
bone marrow were very slight or non-existent. Destruc- 
tion of vascular endothelium, thrombosis, infarction, and 
marked necrosis were not found in this disease, in con- 
trast to cases of Rocky Mountain spotted fever and 
European typhus, where they are frequently encountered. 

One human case is described. The patient, who had 
been working with yolk-sac material containing Rickett- 
sia, gave no history of direct contact with the virus; 
he was not working with the mite vector and there was 
no sign of an ulcer or eschar. This patient died from 
respiratory failure 17 days after the onset of illness. 
Agglutination tests for Proteus OX-K and OX 19 were 
negative 3 days after onset, but on the fourteenth day 
the OX-K titre was 1 in 320, the OX 19 test remaining 
negative. Necropsy shortly after death showed bilateral 
pleural effusion and patchy nodular consolidation of 
both lungs. Tissue smears from the spleen showed 
numerous rickettsial bodies, and emulsions of this organ 
reproduced the disease in mice and monkeys. Tissue 
reactions in this cas@were very similar to those found in 
the late stages of the experimental disease in animals. 
Infection is presumed to have been through the respiratory 
tract. C. F. Shelton 


696. Scrub-typhus Vaccine. Field Trial in South-East 
Asia 

W. I. Carp and J. M. Wacker. Lancet [Lancet] 1, 
481-483, April 12, 1947. 1 fig., 3 refs. 


An attempt was made at evaluation of the scrub-typhus 
vaccine produced at the National Institute for Medical 
Research and the Wellcome Veterinary Research Station, 
Frant, Sussex, during 1944-5. 

Field trials had been arranged for the vaccine in the 
Burma theatre during the second half of 1945, but, 
unfortunately from the point of view of the assessment of 
the vaccine, these trials coincided with a marked fall in 
the incidence of scrub typhus. Two factors were in the 


main responsible for this fall: first, the cessation of 
jungle fighting in May, 1945, with the consequent generaj 
improvement in living conditfons and loss of protracted 
contact with the scrub-typhus terrain; and, secondly, 
the energetic employment of dibutyl phthalate as a mite. 
repellent. Thus in the period under consideration in this 
report—July, 1945, to January, 1946—9 cases of scrub 
typhus occurred in fully inoculated, and 24 cases in 
partially inoculated individuals. 

The clinical course of these 9 cases—7 mild and 2 
severe—gave no indication that the vaccine had any 
pronounced effect on the duration, severity, or complica- 
tions of the disease, neither were any differences noted in 
the serological reactions of inoculated and uninoculated 
patients. The case-mortality rate in unprotected troops 
during the test period was 3%, whereas no deaths took 
place among the 33 protected and partially protected 
persons who contracted scrub typhus. Over the same 
period the incidence in protected troops was 1:8 per 
1,000 and in unprotected troops 3-1 per 1,000 annually, 
In neither case are these differences statistically significant, 
and hence no conclusions can be drawn as to the immu- 
nizing potency of the vaccine. A. Henderson- Begg 


697. Experimental Work on Infection with Rickettsia 
quintana. (Experimentelle Untersuchungen iiber die 
Infektion mit Rickettsia quintana (pediculi)) 

R. BretinG and L. OELricus. Zeitschrift fiir Hygiene 
und Infektionskrankheiten |Z. Hyg. InfektKr.] 127, 41-48, 
Jan. 6, 1947. 


Intracutaneous injection of a suspension of Rickettsia 
quintana produced in rabbits oedema, erythema, and 
necrosis. The suspension used was prepared by emul- 
sifying about 20 guts from infected lice in 0-5 ml. of saline. 
This skin reaction could be prevented by simultaneous 
injection of quintana-immune serum or convalescent 
serum, but not by serum with immune bodies to R. 
prowazeki, normal serum, or serum from persons im- 
munized with a quintana vaccine. The authors recom- 
mend the rabbit skin test for diagnostic purposes. 
Suspensions of R. quintana, when mixed with homologous 
immune serum, proved to have retained their infective 
properties for the louse. 

R. quintana circulates in the peripheral blood only for a 
short time during the febrile attack, but may reappear in 
the blood at irregular intervals during the next few years 
without the general condition of the host being necessarily 
disturbed. The authors observed excretion of R. 
quintana in the faeces of normal lice, feeding on 
apparently healthy persons who had had an attack of 
trench fever 2 and 3 years previously. R. Salm 


698. The Merion as a Reservoir of Q Fever in Morocco. 
(Le mérion (Meriones shawi) de la région de Goulimine 
est un réservoir de virus de la Q fever marocaine) 

G. BLanc, L. A. MARTIN, and A. Maurice. Comptes 
Rendus des Séances de Il’ Académie des Sciences [C.R. 
Acad. Sci., Paris] 224A, 1673-1674, June 9, 1947. 6refs. 


Rickettsia burneti has been found in the tick Haema- 
physalis humerosa in Australia and in Dermacentor 
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andersoni, D. occidentalis, and Amblyomma americanum 
in the United States. The authors now describe rickett- 
siae isolated from the tick Hyalomma savignyi in the 
district of Goulimine in Morocco. Strains of Q fever 
rickettsiae have been obtained from three batches of these 
ticks—one found in the soil near the burrows of merions 
(Meriones shawi), one captured on goats and sheep, and 
one obtained exclusively from goats. The possibility that 
goats act as reservoirs of Q fever is strengthened by the 
fact that goats inoculated with Q fever suffer from a 
severe febrile illness during which the rickettsiae circulate 
in the blood. The merion is definitely a reservoir, since 
rickettsiae have been isolated from the spleens of 
apparently healthy animals captured in the neighbovr- 
hood of Goulimine. G. M. Findlay 


See also Section Microbiology, Abstract 501. 
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699. The Epidemiology of Tuberculosis - 
J. W.S. BLAcKLock. British Medical Journal (Brit. med. 
J.) 1, 707-712, May 24, 1947. 2 figs., 73 refs. 


This contains an excellent discussion of the way in 
which tuberculosis is spread, of the slow recognition of 
its infectious nature, and of its relation to social con- 
ditions. Consideration of its diminishing mortality 
during the last 100 years does not fall within the scope 
of the article. In ancient India and Greece the disease 
was recognized to be unclean and contagious, but the 
causative bacillus was not detected until 1882 by Koch. 
There are three types of the bacillus, of which the avian 
is of no human importance [four with the vole bacillus]. 
The chief pathway of infection with the human type is by 
the lungs; even in children, where this path is least 
common, some 65% of infections are respiratory, while in 
adults it accounts for 96%. In young children a primary 
lung lesion is often small, passing on to a massive glandu- 
lar infection; in the adult the lung lesion is usually the 
greater and the glandular the smaller. If the infection is 
not localized at the primary site, as often occurs in the 
child, generalized tuberculosis or meningitis may follow. 
As age advances, hypersensitivity diminishes and the 
tendency to localization and healing increases. This 
reaction with age results from resisted infections; it is 
manifested by an increase with age in positive Mantoux 
tests. The bovine type of bacillus is mainly responsible 
for tuberculosis of the abdomen and cervical lymph 
nodes. 

The infection with the bovine type is mainly through 
the alimentary system, and is found in early life, when 
more milk is consumed than at other ages. Rural 
inhabitants are more liable to bovine infection than 
urban. In rural areas in Scotland 15-9% of all cases 
of tuberculous meningitis and 45-5% of all cases of 
surgical tuberculosis were found to be bovine. 
Ayrshire, where the proportion of attested herds is 
highest, the percentage of bovine types of tuberculosis 
is the lowest of all rural areas in Scotland. Possibly the 
urban dweller, owing to his greater exposure to human 
tuberculosis, develops a tuberculo-immunity which gives 
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some protection against infection by the bovine bacillus; 
the reverse may also be true, in that the rural dweller 
gets some protection against the human type from being 
more exposed to the bovine type. While eradication of 
bovine tuberculosis from the milk supply would eradicate 
bovine tuberculosis in. human beings, other infections 
eliminated by heat-treatment of milk may be carried by 
tuberculin-tested milk. The bovine strain of bacillus 
may be inhaled from cattle by dairymen. Prophylactic 
vaccination with B.C.G. is considered to be still too 
controversial for any recommendation of its national 
use. We still wait for the ideal curative agent. 

[This article is an unusually careful and painstaking 
summary of knowledge fegarding the transmission of 
tuberculosis and its ubiquitous nature.] E. L. Collis 


700. Antibiotic Action of an Extract of Galleria 
mellonella 

H.R. Ottver. Nature [Nature, Lond.) 159, 685, May 17, 
1947. 


The larvae of Galleria mellonella contain a substance 
which is extractable with acetone and possesses an 
antibiotic extract against cultures of human tubercle 
bacilli. Extracts begin to show activity by lysis of the 
bacillus when added to a culture of tubercle bacilli in 
a concentration of 0-1 ml. per 10 ml. of culture. If this 
is taken as a unit of activity the larvae contain 30 units 
per gramme. G. M. Findlay 


701. Cultivation of -Tubercle Bacilli from Gastric 
Juice. A Study of the Factors affecting the Cultivation of 
Mycobacterium tuberculosis from Gastric Juice 

V. Vincent and E. A. BirGe. American Review of 
Tuberculosis [Amer. Rev. Tuberc.] 55, 556-564, June, 
1947. 11 refs. 


The history of diagnostic gastric lavage in suspected 
pulmonary tuberculosis is reviewed. Recent papers 
demonstrate that a high percentage of false negative 
results may occur when gastric aspirations are allowed to 
stand before culture. Since many of the specimens 
received at their laboratory were 2 to 5 days old before 
arrival, the authors undertook a study to determine the 
nature of the inhibitory substance and the measures 
needed to counteract it. 

Two types of specimens were used—namely, gastric 
aspirations from known tuberculous patients, and normal 
gastric juice seeded with freshly isolated cultures from 
sputa or spinal fluids. These were concentrated by 
sodium hydroxide with subsequent centrifugation and 
neutralization, the sediment being distributed over the 
surface of tubes of both Hohn’s and Petragnani’s medium. 
From their routine experience of 799 gastric aspirations 
the authors note that there is a relation between the 
acidity of the specimens and the percentage of positive 
cultures obtained. A pH lower than 6:0 appears to 
render the specimen useless if it has stood for any length 
of time. On the other hand, as the pH of the specimen 
rises there is an increased percentage of contaminations. 
The artificially inoculated specimens were divided into 
two, and were either cultured at once, or after standing at 
room temperature for 3 days, or after 3 days in an ice-box, 
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or after 3 days in an ice-box and 2 days at room tempera- 
ture. 

A table of results shows clearly the detrimental effect 
of high acidity and also that the destructive process is 
slower in the cold. This suggests that killing of the 
bacilli is hastened by pepsin digestion in an acid medium. 
Further confirmatory experiments were carried out by 
adding dried pepsin alone to suspensions of tubercle 
bacilli in saline. The survival of these organisms over 
5 days was fairly satisfactory. The authors conclude 
that the survival of the tubercle bacillus depends on the 
acidity of the gastric juice: the more acid the speci- 
men the shorter the survival time. To eliminate false 
negative reports gastric specimens should be examined 
immediately. 
of the sample by the addition of sterile N/10 NaOH 
until the pH is 6-5 to 7-0 will allow the tubercle bacillus 
to live several days. R. J. Lumsden 


702. Streptomycin Sensitivity of Tubercle Bacilli. 
Studies on Recently Isolated Tubercle Bacilli and the 
Development of Resistance to Streptomycin in vivo 

G. P. YOUMANS and A. G. KARLSON. American Review 
of Tuberculosis [Amer. Rev. Tuberc.| 55, 529-535, June, 
1947. 7 refs. 


Previous experimental work with streptomycin has 
indicated that it possesses bacteriostatic action on 
tubercle bacilli in vitro; suppressive effects have been 
demonstrated in experimental tuberculosis of guinea-pigs 
and white mice. With other organisms, different strains 
of the same species have shown considerable variation in 
sensitivity to streptomycin; it was therefore considered 
desirable to determine not only the sensitivity of strains 
of tubercle bacilli isolated from patients before treatment 
with the drug but also the range of sensitivity likely to be 
encountered among recently isolated strains and the 
relative sensitivity of human, bovine, and avian strains. 
Further evidence-is offered that tubercle bacilli become 
resistant to streptomycin after exposure to it either in 
vitro or in vivo. 

Experimental technique is given in great detail. Toa 
range of tubes of synthetic medium were added suspen- 
sions of a strain of tubercle bacillus together with a series 
of twofold dilutions of streptomycin varying from 100 
pg. per ml. to 0-095 yg. per ml. Control tubes without 
streptomycin were also inoculated. 

The majority of 131 recently isolated strains of human 
tubercle bacilli tested were highly sensitive: 90° were 
inhibited by a concentration of less than 2 pg. per ml. 
Sixteen known bovine strains and 14 known avian strains 
were also tested; the results appear to show that the 
sensitivity of bovine strains is of the same order as that of 
human strains but that the majority of avian strains have 
greater natural resistance. A table is also given showing 
the results of sensitivity tests with cultures of tubercle 
bacilli isolated from patients during the course of treat- 
ment with streptomycin. From this it appears that 
bacteria isolated from patients who have been given 1 to 
2 g. of streptomycin daily for several months may have 
much greater resistance to the drug in vitro than bacteria 
isolated from the same patients before treatment. It is 


When this is not possible, neutralization — 


not possible to decide from the present data whether this 
increase in resistance is gradually acquired by the 
tubercle bacilli or whether it appears suddenly as g 
result of the survival of resistant strains present from the 
start. R. J. Lumsden 


703. Clinical Observations on the Chromo-reaction in 
Tuberculosis. (Conclusioni cliniche sulla “‘ cromoreazione 
immunitaria della tubercolosi (CMR. tbc.)) 

R. Luccuest. Archivio di Tisiologia [Arch. Tisiol.] 11, 
252-262, May-June, 1947. 


This reaction originally described in detail by the 
author in 1940 [Boll. int. Microbiol. (sez. Ital.), March- 
April, 1940; Riv. Pat. Clin. Tuberc., 1941, 2-4], consists 
of a flocculation with colour changes, obtained by the 
interaction of whole fresh blood and the specific antigen, 
The latter (“* fenbattacin ’’) is a bacterial phenol obtained 
by precipitation with acetone. A drop of whole fresh 
blood is diluted with a drop of 3% sodium chloride and 
a drop of antigen added. The whole is agitated for 4 to 
5 minutes and then examined under the microscope. 
If the reaction is positive irregular violet-blue particles 
are seen floating against a uniformly red field. The 
degree of positivity is judged according to the size and 
number of the particles. 

The present paper deals with an investigation on 
1,169 blood samples. The reaction was positive in 100% 
of exudative and 62-5% of productive tuberculous lesions, 
It was uniformly negative in healthy subjects and those 
with non-tuberculous conditions. A positive reaction is 
thought, thérefore, to indicate active tuberculosis, though 
a negative one does not exclude the presence of an active 
lesion. Clinical and radiological data must therefore 
also be taken into account in each case. The negative 
reactions, however, tended to occur in patients with 
fewest clinical indications of activity. The author 
would consider no case “cured” while the chromo- 
reaction was still positive. Nine patients who had 
completed artificial pneumothorax treatment before 1940, 
and who had been regarded as cured, all gave negative 
reactions. Details of the results in the exudative cases 
are given in the following table: 


No Chromo-reaction 
Type of Exudative of. 

Tuberculosis = 

+++] ++ 

Assmann’s type - 36 9 15 12; 0 

Lobar type 79 39 26 14) 0 

Miliary type... 80 42 18 20 | 0 

Cavernous phthisis ..| 104 23 51 30, 0 

Cavernous phthisis with 
bronchogenic spread 51 10 | 27 | 14| 0 
Total .. | 350 | 123 137 | 0 


Two other Italian workers are quoted as confirming 
these results in smaller series, though one author obtained 
a few positive reactions in non-tuberculous cases. 

[These results seem almost too good to be true. 
Further trials will be awaited with interest.] 

John Crofton 
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104. Prognostic Significance of the Serum Lipase in 
Tuberculosis. (Intérét prognostic de la mesure de 
l’enzyme lipolytique du sérum au cours de la tuberculose) 
J. Parar, J. Desporpes, A. GERMAN, and G. HENRY. 
Annales de Biologie Clinique {Ann. Biol. clin.| 5, 258-261, 
May-July, 1947. 2 figs. 


The lipolytic activity of sera from over 200 tuberculous 
patients was tested in the following way. Five ml. of a 
mixture of 2 ml. of clear sera, 50 ml. of a saturated 
tributyrin solution, and 2 ml. of a phosphate buffer 
solution (pH 7-6) were placed in a Duclaux drop-counter 
(at 18 to 20° C.), and the number of drops was counted 
every 20 minutes over a period of 80 minutes. The 
number of drops counted was plotted against the corre- 
sponding time in minutes, and the tangent of the angle of 
slope, x, measured. It was found that a value of tan «>4, 
indicating a high lipolytic activity, was associated with a 
good prognosis, a value of tan«<2-5 represented a 
medium state, and a value of tan «<1-5, indicating a low 
lipolytic activity, was associated with a serious prognosis. 
Three typical case histories are given. [No statistical 
data are given for the 200 patients examined.] 

J. E. Page 


705. The Effect of p-Aminobenzoic Acid on Experi- 
mental Tuberculosis in Guinea-pigs 

B. M. BLoomperG. South African Journal of Medical 
Sciences [S. Afr. J. med. Sci.] 12, 1-3, Jan., 1947. 1 fig., 
2 refs. 


Treatment of experimental tuberculosis in guinea-pigs 
with p-aminobenzoic acid prolongs their period of 
survival and diminishes the severity of the disease, but 
prevents neither the development of the infection nor the 
eventual fatal outcome.—[Author’s summary. ] 


706. The Action of Monoalkyl and Dialkyl Succinic 
Acids and the Monoesters and Monoamido-derivatives of 
Alkyl Succinic Acids on the Growth of Mycobacterium 
tuberculosis 

P. A. McNALty. British Journal of Experimental 
Pathology (Brit. J. exp. Path.] 28, 161-167, June, 1947. 
5 refs. 


In an investigation of the antibacterial action of 
branched-chain fatty acids on the mycobacteria the 
author found a disubstituted succinic acid, roccellic 
acid, to be weakly inhibitory. By neutralization of an 
ethyl alcoholic solution of the anhydride with a dilute 
alkali a mixture of the isomeric monoethyl esters was 
obtained. In this way a large number of monoethyl 
esters of monalkyl and dialkyl succinic acids were 
synthesized, having the general formula: 


R, R 2 R, R 2 
4 
or 
COOH COOC.H; COOC,H; COOH 


In vitro these compounds inhibited Mycobacterium 
smegmatis and Myco. tuberculosis bovis. The maximum 
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effect was obtained with compounds in which R,, or R, 
and R, together, contained 13 or 14 carbon atoms. 
One such compound inhibited the smegma bacillus at a 
dilution of 1 in 90,000 and the tubercle bacillus at 1 in 
400,000; it was haemolytic for human erythrocytes at 
1 in 100,000. Better results were not obtained when 
alcohols other than ethyl alcohol were used in the 
synthesis, and the results from various monoamido- 
derivatives were disappointing. The haemolytic and 
antibacterial actions were partially inhibited by normal 
serum. This effect was due to the albumin fraction, 
which possibly formed a stoicheiometric complex with 
the antibacterial substance. The compounds were in- 
hibitory for Staphylococcus aureus and Corynebacterium 
diphtheriae (mitis); the most active compound inhibited 
the former at a dilution of 1 in 60,000 and the latter at 
1 in 40,000, though in broth containing 5% of serum a 
1 in 10,000 dilution only was inhibitory. There was no 
inhibition of Bacterium coli and Aerobacter aerogenes at 
1 in 1,000. The inhibition of staphylococci was shown 
to be due to a bactericidal action. D. G. ff. Edward 


707. The Action of Penicillin in Accelerating the 
Development of Tuberculosis in the Guinea-pig. (Action 
accélératrice exercée, en de certaines conditions, par la 
pénicilline sur l’évolution de la tuberculose expérimentale 
du cobaye) 

C. Rivizkre, M. THeLty, and G. GAUTRON. Comptes 
Rendus des Séances de l’ Académie des Sciences [C.R. 
Acad. Sci., Paris] 224, 1856-1857, June 30, 1947. 6 refs. 


When penicillin is added to cultures of Mycobacterium 
tuberculosis on solid media there is found, outside the 
immediate zone of inhibition, a narrow zone where the 
growth of the bacilli appears to be accelerated. If 
guinea-pigs inoculated with Myco. tuberculosis are given 
doses of 7,500 units of penicillin a day they die in from 
6 to 8 days with lesions limited to the regional lymph 
nodes. Control animals inoculated with the same 
strain of organism but given no penicillin survive for 
from 50 to 140 days. G. M. Findlay 


708. Apical Scars. Their Etiological Relationship to 
Tuberculous Infection 

E. M. MepLar. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 55, 511-516, June, 1947. 4 refs. 


In a series of 1,259 necropsies (960 whites, 299 Negroes) 
microscopical evidence of the existence of apical scars 
(“apical caps’’) and of their relation to tuberculous | 
infection was looked for. Such apical caps are usually 
bilateral, lying in the dome of the lung just beneath the 
pleura, and have been thought to furnish evidence of 
healed post-primary tuberculous haematogenous infec- 
tion. The author’s figures show that they are more 
frequent in older people (of 403 white males over 50 
years of age, they were found in 68-2%), whereas they are 
rare and always of slight extent in subjects below the age 
of 30. Contrary to expectation, they were more than 
twice as common in white males as in: females. They 
were found less frequently in negroes at all ages. Many of 
the cases showed macroscopical evidence of tuberculosis, 
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but in the 353 (238 white, 115 Negro) who had none the 
incidence of apical caps was nearly as common as in 
the corresponding infected groups. The conclusion is 
reached that apical scars are not aetiologically related to 
tuberculous infection. J. V. Hurford 


709. The Quantitative Tuberculin Test. Its Signifi- 
cance in the Diagnosis of Tuberculosis 

C. E. Wooprurr. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 55, 488-494, June, 1947. 8 refs. 


This is a plea for the greater use of the tuberculin test 
in patients newly admitted to sanatoria, especially where 
the diagnosis of tuberculosis has been made on x-ray 
findings alone. Of 3,381 patients admitted to the 
Maybury Sanatorium, 43 were negative to 1 in 10 old 
tuberculin, and of these 15 suffered from pulmonary 
tuberculosis—all of advanced degree. It is stressed that 
the patient with active pulmonary tuberculosis who is 
anergic is always critically ill. Any anergic patient who 
does not appear ill is probably non-tuberculous, regard- 
less of the radiographic findings. J. V. Hurford 


710. Primary and Reinfection Tuberculosis as_ the 
Cause of Death in Adults. An Analysis of 100 Consecu- 
tive Necropsies 

E. M. MEeEpDLAR. American Review of Tuberculosis 
[Amer. Rev. Tuberc.] 55, 517-528, June, 1947. 14 refs. 


It is difficult to summarize this interesting paper, in 
which the author reviews carefuJ necropsy findings in 100 
adults with progressive pulmonary tuberculosis to 
determine whether a clue to the origin of the disease 
(whether “ primary ” or due to “ re-infection ’”) may be 
obtained from the state of the lymph nodes. The 
dossiers of 100 children who died of tuberculosis are 
studied to the same end. His first table, in which 
children and adults are compared according to race, gives 
details of the condition of thoracic lymph nodes in 
individuals dying from tuberculosis. 


Condition of Thoracic Lymph Nodes 


No Casea- 
Calcified 
Caseous | Calcified and 
Caseous | 
Children up to 10 Years 
White .. | 55(873%) | — | 5(7-9%) 
Coloured... | 36(97-3%) | | — | 
Total 91091%) | 33%) | — 6(6%) 
Adults over 16 Years 
White... | 18(24-5%) | 22(30-1%) | 13(17-9%) 20(27-5%) 
Coloured. . 16(59-3%) | 4(14-8%) | 4(14-8%) | 3(11-1%) 
Total .. | 34(34%) 26(26%) | 177%) | 23(23%) 


Among the 23 adults showing no caseation, of 13 
examined microscopically 12 had microscopic tuberculous 


foci. Lung cavitation was present in 89 of the adult 
cases, and of these 21 had caseation of mesenteric lymph 
nodes. 

The term “ re-infection’? is used in the sense that a 
previous infection had been healed, and the possible 
occurrence of a second primary complex (in this case not 
healing) in the adult seems to be suggested by the findings, 
though the author mentions this only in the cases where 
calcified and caseous nodes occurred together; such 
patients ‘* may be interpreted as dying from a re-infection 
disease which acted like a primary infection’’. The 
23%, with neither calcified nor caseous nodes are regarded 
as dying from either a progressive ‘* incomplete ”’ (that is, 
without lymph-node component) primary tuberculosis, 
or from re-infection in which an incomplete primary 
complex had healed. J. V. Hurford 


711. Adhesion-section and Extrapleural Pneumolysis, 
(Le pneumothorax extrapleural de substitution) 

P. Le Foyer and G. VALLADE. Poumon [Poumon] 3, 
161-175, May-June, 1947. 17 figs. 


The technique of extrapleural pneumolysis recom- 
mended is similar to that of extrapleural pneumothorax: 
the dissection is extended over the whole area occupied 
by the adhesions, after which the extrapleural and intra- 
pleural cavities are placed in communication either by 
cutting out a collar-like area of pleura around the 
adhesions or by making a larger breach in the mem- 
brane between the two cavities. The authors recommend 
extrapleural pneumolysis whenever thoracoscopy suggests 
that intrapleural section of adhesions would be dangerous. 
The complications are similar to those of extrapleural 
pneumothorax but much less frequent. Pleural effusion 
is rare if the pleura is dry at the time of operation. 
Secondary formation of adhesions seldom occurs in the 
area of operation. Contraindications are empyema, 
acute pleural effusion, or the presence of a very large 
cavity. The authors’ thesis is supported by the details 
of three successful cases. 

{Though an impression is given that the procedure has 
been employed in many cases no detailed figures are 
quoted. If, indeed, cases with artificial pneumothorax, 
in which intrapleural section of adhesions is dangerous, 
can be effectively treated by a relatively simple additional 
procedure, supporting figures would be welcomed.] 

John Crofton 


712. A Hundred Cases Treated by Thoracoplasty at a 
Low-altitude Sanatorium. Results and Conclusions. 
(Cent cas de thoracoplasties en sanatorium de plaine. 
Résultats et enseignements) 

L. MEYER and J. DE ROUGEMONT. Poumon [Poumon] 3, 
185-197, May-June, 1947.. 2 refs. 


The results are recorded of 100 thoracoplasty opera- 
tions performed at a sanatorium situated to the south of 
Lyons, and dealing mainly with advanced cases of 
tuberculosis. The “ standard”’ indication for opera- 
tion was a limited lesion with a “ retractile tendency ”, 
the other lung being satisfactory and the general condition 
good. ‘“ Relative” indications included those cases in 
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which difficulty arose from the extent or site of the 
lesions, from the coexistence of contralateral disease, 
tuberculous bronchitis, or bronchiectasis, or from 
cardiac disease or pregnancy. A “salvage”’’ group 
included advanced cases in which a desperate risk was 
thought justifiable. A “ pleuro-pulmonary”’ group 
consisted of cases of tuberculous empyema with under- 
lying active disease. The Semb technique of apicolysis 
was given a trial but was not favoured as a standard 
manoeuvre. It was not employed if thought likely to 
prolong the operation unduly, if the lesions were too 
extensive, too superficial, or too fibrotic, or if the 
depression of the apex was adequate without it. [It is 
probably more generally favoured in Britain.] Other 
details of technique are also discussed. The results are 
grouped as “cured” (63 cases), improved (20 cases), 
stationary (1 case), worse (2 cases), operative deaths 
(9 cases), later deaths (5 cases). The criteria of cure 
were that the lesions were obliterated radiologically and 
that the sputum remained persistently negative. [The 
length of follow-up is not given.] Analysis of results 
according to indications for operation showed 82% 
“cure ’’ in the “ standard ”’ group, 57% in the * relative ”’ 
group, 50% in the ‘ salvage’ group, and 71-5% in the 
“pleuro-pulmonary group. [A detailed analysis is 
given in the original paper.] Other points of interest 
mentioned are that large cavities, above 8 to 10 cm. in 
diameter, were seldom closed by thoracoplasty even after 
previous cavity drainage, and that tuberculous bronchitis 
was regarded as a contraindication to operation unless 
drainage of the collapsed lung could be ensured by silver- 
nitrate cauterization of the affected bronchus at pre- 
liminary bronchoscopy. [Some American authors, how- 
ever, regard thoracoplasty as the treatment of choice 
for tuberculous bronchitis, though others might recom- 
mend lobectomy. In Britain no standard view has yet 
emerged.] 

[The main interest, perhaps, of this paper is the 50% of 
“cures” obtained in desperate cases regarded as having 
a very bad prognosis. Unfortunately, however, there is 
room for much difference of opinion as to what constitutes 
a “ desperate ” case.] John Crofton 


See also Section Hygiene and Public Health, Abstract 
374; Section Pathology, Abstract 471; and Section 
Microbiology, Abstract 501. 
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713. The Sulphone Treatment of Leprosy 
E. Muir. British Medical Journal [Brit. med. J.) 1, 
798-801, June 7, 1947. 8 refs. 


The sulphones are derivatives of diaminodiphenyl 
sulphone; therapeutic trials have been made of “ pro- 
min” or “ promanide diasone ’’, promizol”’, and 
“sulphetrone’’. The author’s experience has_ been 
mainly with diasone and this paper deals with treatment 
by this drug. Only the severe or lepromatous type of 
leprosy has so far been treated with sulphones. Anaemia 
and reactionary exacerbations are the two chief toxic 


signs due to the drug; these occur mostly in patients in 


poor health, in advanced stages of the disease, and at the 
beginning of treatment. If the haemoglobin percentage 
is below 70 a preliminary course of full doses of iron, 
combined if necessary with liver extract, is prescribed. 

Diasone is given orally in 5-gr. (0-32 g.) tablets or 
capsules. When haemoglobin is over 70° treatment 
begins with | to 3 tablets, according to the general 
condition, in one dose an hour after food. The initial 
dose is repeated every second day for a week, provided 
no exacerbations occur, and in early cases without 
complications 1 capsule is added after the first week on 
the intermediate days, until after a month 3 capsules on 
6 days a week are being given, the increase being gradual. 
When this dose is attained treatment is stopped for | week 
every month; in severe cases it may be some time before 
this amount is reached. Haemoglobin is estimated 
weekly; if below 80%, iron and if necessary liver 
extract are given; if below 70% or if reaction is increased 
diasone administration is stopped or diminished. In 
cases free from anaemia and reaction the dose is gradually 
raised to 6 capsules daily 6 days a week for 3 weeks a 
month; this average maximum dose may be increased or 
diminished according to the body weight. The first 
effects in severe cases with ulceration and affection of the 
eyes are healing of ulcers, clearing of the nose, and arrest 
of eye lesions. Allergic reactions subside while nodules 
become flattened and absorbed; finally, bacilli gradually 
become less numerous in sections and smears from skin 
and nose. Early cases may show no bacilli after 4 to 6 
months; advanced cases need 4 to 5 years or more to 
reach this stage. Striking improvement is shown in 
eye lesions. Treatment is continued till repeated 
bacteriological examinations are negative for from 6 
months to 2 years, according to the initial condition and 
the time taken to obtain the first negative result. Once 
the maximum dose has been reached for a few months 
without reactions and improvement is shown, domiciliary 
treatment can be begun with a minimum of supervision. 
The precise action of sulphones is still uncertain, and 
it will be years before final results can be assessed with 
confidence. The average cost of treatment of 1 case for 
a year is about £6. 

Once the effect of sulphones becomes widely known it 
is hoped that more patients in an early and often highly 
infectious stage will seek treatment and that the danger 
of infection will thus gradually diminish. C. F. Shelton 


See also Section Microbiology, Abstract 502. 


TYPHOID 


714. Eradication of Typhoid Bacilli from a Urinary 
Carrier by Means of Penicillin and Sulphathiazole 

I. BERSOHN and C. P. NeLson. South African Medical 
Journal [S. Afr. med. J.) 21, 426-432, June 28, 1947. 
2 figs., 13 refs. 


A chronic urinary carrier of typhoid bacilli was treated 
for 7 days with a total dose of 21,000,000 units of peni- 
cillin and 43 g. of sulphathiazole. Before treatment, 
cultures of the urine were positive in 76% of examinations. 
After the first day of treatment the urine was never again 
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positive, although 190 examinations were made over 4 

months. The titre of Vi-agglutinins was 1 in 320 during 

treatment; it fell slowly in the course of weeks to 1 in 40. 

The result in this case is similar to results obtained in 

faecal carriers by Comerford ef al., Lancet, 1946, 2, 
343 and Riser et al., Amer. J. med. Sci., 1946, 212, 331. 
Maurice Mitman 


715. Aetiology of Typhoid Osteitis in Children Con- 
firmed by Bone-marrow Culture. (Etiologia de las 
osteitis tificas en el nino comprobada por el mielo- 
cultivo) 

M. A. JAUREGUY and G. SIMON. Archivos de Pediatria 
del Uruguay |Arch. Pediat. Uruguay] 18, 298-304, June, 
1947. 20 refs. 


Bone-marrow culture was used to make or confirm a 
diagnosis of typhoid fever. The authors have found it 
so useful that they now perform a Widal test and cul- 
ture blood and marrow as a routine. They found that 
the marrow culture remained positive after the blood 
culture had become negative and after the temperature 
had become normal. Out of 162 cases of typhoid they 
found 9 with persistently positive bone-marrow culture. 
Culture was also positive when there were no bony 
lesions; it is concluded that typhoid organisms may be 
present in the bones as well as in the faeces of carriers. 

The authors reviewed the literature and found that 
bony lesions could occur either a few days or a few months 
after the onset of fever, or at any time up to 23 years. 
They consider that there is sufficient correlation in the 
times noted in the clinical and the laboratory series for 
the assumption that some cases of osteomyelitis following 
typhoid are due to the typhoid bacilli alone. 

[They do not give the whole series, but apparently 50 
days was the limit of the period of study.] 

J. G. Jamieson 


716. Studies on Typhoid Pneumonia. Communication 
I. Pneumonia Types in Typhoid Fever. (K yuenno o 
Coo6menne |. mHeBMOHHA 
6pywHom THe) 

Y. M. Lazovsky, E. N. Kupravitseva, and E. G. 
MELNIK. Meguunua [Klin. Med., Mosk.] 
25, No. 1, 35-45, 1947. 4 figs., 39 refs. 


Pneumonia as a complication of typhoid is often 
considered to be non-specific in origin, and the authors 
have examined 35 cases coming to necropsy, with the 
object of detecting any features which would indicate a 
specific infection of the lungs with typhoid bacilli. In 
15 cases the pneumonia was of the hypostatic type. 
Examination of the remaining 20 cases showed a sero- 
fibrinous exudate with extravasated red cells, and many 
more clear cells with vacuolated protoplasm. The 
alveolar cells proliferated around the lung capillaries, 
forming nodules or granulomata containing lymphocytes 
and histiocytes. Hyaline thrombi appeared in the 
capillaries, followed by necrosis of the area of tissue 
supplied by them. The authors point out the resemblance 
between these lesions, which they consider specific for 
typhoid pneumonia, and the lesions found in the ali- 


mentary canal. Whole lobes were often involved, and 
the pneumonia was bilateral in 13 cases. Most cases of 
specific pneumonia occurred in the second and third 
stages of the disease (15 out of 20 cases); 1 occurred 
during a relapse. Pneumonia of other types occurred 
more often in the fourth stage (10 of 15). D. J. Bauer 


717. Typhoid Vaccine Studies. XI. The Effect and 
Effectiveness of Three 0-5-ml. Doses of TAB Vaccine 

G. F. Lurprpotp, D. LONGrELLow, and M. Toporex, 
American Journal of Hygiene [Amer. J. Hyg.) 45, 355- 
362, May, 1947. 1 fig., 6 refs. : 


The present investigation deals with a comparison of 
clinical reactions and production of protective antibodies 
in the blood serum after a modified course of T.A.B, 
vaccine consisting of three injections of 0-5 ml. instead 
of the usual standard course of three injections of 0-5, 
l,and 1 ml. The latter method often produces trouble- 
some reactions, probably due to administration of more 
material than the organism can easily dispose of. Reac- 
tions are avoided with the modified dosage. Another 
advantage of the modified course is the production of a 
higher average of protective titres, although the standard 
course produces agglutinins to a greater extent than do 
smaller amounts of vaccine. This contradiction in the 


results can be explained by immunological fatigue. The . 


authors observed this phenomenon in individuals who had 
been vaccinated with 16 ml. of typhoid vaccine within a 
period of 10 weeks. The protective titres were lower 
than those produced by the standard course, but higher 
with the modified vaccination. Franz Heimann 


DIPHTHERIA 


718. Treatment of Diphtheria Carriers by Tyrothricin. 
(Le traitement des porteurs de germes diphtériques par 
la tyrothricine) 
R. Turpin, J. Compet, J. Rouseau, and R. SEILLon, 
Presse Médicale (Pr. méd.| No. 35, 402-403, June 14, 
1947. 6 refs. 


Diphtheria carriers were treated by insufflation with a 
powder containing tyrothricin. A 0-25% alcoholic 
solution of tyrothricin destroys diphtheria bacilli in 
culture on inspissated serum in 24 hours; glycerin 
totally inhibits this action. In their search for a medium 
which will maintain contact between the tissues and the 
tyrothricin long enough without inhibiting its bactericidal 
powers the authors made use of bismuth subnitrate, 
which they mixed with crystalline tyrothricin (containing 
20 to 25% gramicidin and 60% tyrocidin) to give strengths 
of 0-5 and 5% of tyrothricin in the mixture. 

Thirty-two carriers of Corynebacterium diphtheriae 
were treated with these powders, the weaker strength 
being at first employed. The powder was insufflated 
on to the tonsils, buccal cavity, nasopharynx, and 
anterior nares 1 hour after meals for a period of 72 hours, 
care being taken to ensure that the powder was adherent 
to mucous surfaces. It was calculated that the nine 
insufflations accounted for about 0-0045 g. of tyrothricin 
per patient. If at the end of this course positive cultures 
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were still obtained, insufflation was continued for a 
further 3 days with the 5% powder. No toxic effects 
were observed. Of 32 patients treated the authors 
claim that 28 were clear of bacilli after nine insufflations 
(4 after only one, 16 after two). One of them was a 
child who had been a carrier for 9 months. Of the 
remaining 4, 1 became negative after 24 insufflations with 
the 5°, powder. In 2 others the amount of growth ob- 
tained in cultures was reduced; one apparently resisted 
all treatment. 

The authors omit detailed case histories and make no 
mention of the types of bacillus encountered, but state 
that swabs taken “up to 2 months later in certain of 
them *’ were negative. They do not exclude the pos- 
sibility of relapse after some longer period. 

[More details would have increased the value of this 
paper.] Jos. Ellison 


719. Penicillin in the Treatment of Diphtheria 
D. A. LonG. British Medical Journal |Brit. med. J.| 1, 
884-886, June 21, 1947. 14 refs. 


The virtual disappearance of diphtheria in malignant 
form from the large cities of Great Britain, and to a lesser 
extent from the villages and rural areas, has hindered a 
proper assessment of the therapeutic efficacy of penicillin 
either alone or as an adjuvant to antitoxin. Bacterio- 
static tests on the causative organism in vitro have yielded 
conflicting results, owing, according to the author, to 
differences in technique, such as the amount of inoculum 
employed; his own experiments with 30 virulent strains 
(Brit. med. J., 1946, 1, 773) showed inhibitory titres 
ranging from 0-004 to 0-02 unit of penicillin per ml., but 
other workers encountered strains which were affected 
only by 1 unit per ml. Since protective and therapeutic 
experiments with guinea-pigs have also given conflicting 
results, some divergence is only to be expected after the 
use Of penicillin for the human disease, in which variables 
include differences in host resistance as well as in bacterial 
virulence. 

After reviewing the available literature, the author 
reports fairly fully observations on 3 cases and mentions 
briefly 3 others. [While his conclusions do not indicate 
whether or not penicillin can replace or effectively 
supplement antitoxin therapy, his observations serve as a 
basis for comparison with the results of other workers in 
this field.] He considered that the toxaemia encountered 
in many severe diphtherial infections is to some extent 
attributable to secondary organisms, chiefly haemolytic 
streptococci, Vincent’s organisms, and mixed anaerobes; 
since these organisms are more susceptible to penicillin 
than is Corynebacterium diphtheriae, it is inferred that 
neutralization of toxaemia is partly due to this particular 
activity of penicillin. The effective dose was found to 
be | million units (500,000 units was tried without 
Success in the third case) in 24 hours for an adult, given 
at 3-hourly intervals for 3 days and combined with a 
single large dose of diphtheria antitoxin. Not only was 
the therapeutic response gratifying even in these gravis 
infections but the organism was eliminated from the 
throat within 24 hours. The additional 3 cases were 
mild and apparently no antitoxin was given, although 
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this is not expressly stated nor is the bacterial type 
mentioned. Penicillin therapy was the same as for the 
severe cases and the results were equally satisfactory. 

[Obvious criticisms must be faced; the observations 
are scanty and limited to adults or adolescents, in whom 
the disease is relatively benign compared with children; 
the dose of antitoxin was small and given by the slow 
intramuscular route; there are no control data other 
than the experience and opinion of the observer. Despite 
these criticisms the prompt subsidence of toxaemia, 
resolution of exudate, and elimination of organisms from 
the site of invasion suggest that further trials along these 
lines in severe diphtheria as well as in other upper 
respiratory infections such as scarlet fever and allied 
streptococcal invasions would be useful.] 

William Gunn 


720. Disinfection of Diphtheria Carriers with Pyocyanin. 
(CaHauna 
HHHOM) 

V. S. Derkacu, M. G. GatDAMAKa, V. A. BLAGO- 
DETELEVA and A. V. KircHeNkoO. Bpaye6xnoe [leno 
[Vrach. Delo.] No. 2-3, 119-123, 1947. 1 fig. 


In view of the fact that in vitro pyocyanin inhibits the 
growth of Corynebacterium diphtheriae its effect upon 
diphtheria carriers has been investigated. Pyocyanin 
was administered by swabbing out the pharynx with a 
0:2% solution and inserting | g. of ointment of the same 
concentration into the nose. This treatment was 
carried out twice daily for 5 days, and was repeated 2 or 
3 times more as necessary. Of 88 carriers treated in this 
way, one-half became negative after one course of 
treatment, 21-6% after two courses, and the remainder 
after three courses. D. J. Bauer 


See also Section Hygiene and Public Health, Abstract 
382 and Section Microbiology, Abstract 503. 


SCARLET FEVER 


721. Prophylaxis of Scarlet Fever by Pyocyanin. 
CKapnaTHHbl MHOWUMAHHHOM) 

V. S. DerKacu, M. G. GAtpAMAkA, Z. P. CHERNYAV- 
SKAYA, E. A. BuLYGINA and M. S. GABINSKY. 
Bpaue6uoe Jeno [Vrach. Delo.] No. 2-3, 123-126, 1947. 
1 fig. 

Pyocyanin has been used for treating carriers of haemo- 
lytic streptococci during outbreaks of scarlet fever; 
treatment was carried out by the method described in the 
preceding paper (Abstract 720). In an investigation 
of the inmates of a number of children’s homes and 
hospitals, 40-5°% were found to be carriers of haemolytic 
streptococci [the total number investigated is not stated]. 
Of these 189 were treated with pyocyanin; 116 (61-4%) 
ceased to be carriers after one course of treatment, 88-4% 
were negative after two courses, while 4 still remained 
carriers after three courses. Re-investigation of the same 
subjects after a period varying from 14 to 4 months 
showed that the carrier rate had been reduced to 8%. 

D. J. Bauer 
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722. Penicillin Therapy of Scarlet Fever. Comparison 
with Antitoxin and Symptomatic Therapy 

H. L. Hirsu, G. ROTMAN-KAvVKA, H. F. DOWLING, and 
L. K. Sweet. Journal of the American Medical Associa- 
tion [J. Amer. med. Ass.| 133, 657-661, March 8, 1947. 
5 figs., 6 refs. 


In this investigation, of the 86 patients receiving 
penicillin 54 were negroes and 79 were under 12 years of 
age; the sex distribution was nearly equal. Not only 
was the total divided into three main therapeutic groups— 
(a) penicillin, 86 (18 orally); (6) antitoxin, 25 (10 also 
received a sulphonamide); (c) symptomatic treatment, 
123—but different kinds of penicillin were used; (a) 
crystalline G (5); (b) X (34); and (c) commercial 
mixed; further, the oral and intramuscular routes were 
both used, although not in the same patients. Moreover, 
1 patient received antitoxin in addition to a 72-hour 
course of penicillin on account of poor therapeutic 
response, with subsequent prompt resolution and 
defervescence by crisis. The invading organism was 
Type 14 and proved relatively penicillin-resistant, needing 
for inhibition 0-625 unit of penicillin per ml., compared 
with the highest recorded blood level of 0-156 unit. 

[The mildness of the prevailing type of scarlet fever 
and the small number of observations in each trial group 
mar the value of this investigation. Nevertheless some 
worth-while data are recorded, which may be enlisted in 
undertaking a more extensive study of the problem 
presented here—namely, determination of the most 
practicable and effective measure or combination of 
measures to neutralize toxaemia, prevent or counteract 
complications, and reduce the carrier rate at the time of 
release from isolation.] 

Both antitoxin and penicillin gave demonstrably better 
results in every respect than symptomatic therapy; 


antitoxin was superior to penicillin only in causing a more . 


rapid and sharp fall in temperature (29 compared with 
52 hours); in neutralizing toxaemia the drugs were 
about equal, contrary to expectation and the findings of 
other workers; while in preventing complications 
(10% compared with 44°) and in eliminating organisms 
from the throat (85% compared with 8%) penicillin 
proved itself greatly superior. Moreover, antitoxin gave 
rise to serum sickness in 12° of cases, while penicillin 
did not cause any reactions. As regards dosage and route 
of administration, 25,000 units of penicillin G_ intra- 
muscularly or 125,000 units orally 3-hourly was found to 
be comparable therapeutically to 50,000 units penicillin 
X given every 6 hours. In each penicillin group a 5-day 
course was required; of 3 cases treated for shorter 
periods 2 suffered relapses. In a brief addendum 50 
additional cases are mentioned; all received 100,000 
units orally every 4 hours with prompt response. No 
complications were encountered, and in every instance 
haemolytic streptococci disappeared during the period 
of therapy, presumably 5 days. 

The general conclusion is reached that antitoxin is 
needed only for very severe cases, especially when the 
response to penicillin is inadequate or delayed, and that 
oral penicillin is effective, and can be recommended when 
supplies are adequate and the pain of injections is 


disliked. Unfortunately the spacing of doses. stil} 
interferes with sleep, although penicillin X (50,000 units 
every 6 hours) is the best agent in this respect. 

[The frequency of bacteriological relapses (5 out of 86) 
after the full course of penicillin (S days) during the 
course of isolation (average 21 days) indicates that the 
patients were nursed in “* open’ wards. Probably better 
results and a shorter period of stay in hospital would 
accrue if individual isolation rooms were available for 
every patient.] William Gunn 


723. Penicillin for Scarlet Fever 

A. L. Hoyne and R. H. Brown. Journal of the American 
Medical Association [J. Amer. med. Ass.| 133, 661-663, 
March 8, 1947. 9 refs. 


During the period of 15 months from Jan. 1, 1945, 
548 patients with scarlet fever were admitted to the 
Municipal Contagious Diseases Hospital, Chicago; 116 
were treated with penicillin, 48 with sulphonamides, 
69 with convalescent scarlet fever serum, and 312 served 
as controls; 2 patients who received antitoxin and 
a sulphonamide and | (the only fatality, from hepatitis 
and pericarditis) who had antitoxin and penicillin were 
excluded from the total. 

The dose of serum averaged 20 ml. given by the intra- 
muscular or intravenous route; either sulphathiazole 
or sulphadiazine was given, in doses of | g. every 4 hours 
for adults and half that amount for children, for a period 
of some 6 days without ill effects; penicillin dosage 
varied considerably, but was usually 10,000 units of the 
sodium salt 3-hourly, averaging some 500,000 units over 
a period of 5-4 days. Unfortunately, on the patient’s 
discharge from hospital throat and nose swabs were not 
examined for haemolytic streptococci. The authors 
concluded that penicillin was a most efficient therapeutic 
agent, but while scarlet fever remains mild the other 
measures available will continue to be employed until 
a less unpleasant and inconvenient method of administra- 
tion is devised. 

[While the same observers treated the cases under 
identical conditions, the various therapeutic groups were 
apparently not contemporaneous, and therefore extrinsic 
factors such as seasonal influences and varying severity 
of disease could not be excluded; nor was bias entirely 
eliminated, since the penicillin cases received the therapy 
on the average several hours later after the onset than the 
others and a disproportionately large percentage of mild 
cases appeared in the sulphonamide group and espe- 
cially in the controls. Further, about one-quarter of the 
patients in both drug groups had complications on 
admission, while cases in the other two groups were 
virtually uncomplicated. In the circumstances a proper 
comparison is not possible, even on the basis of the 
incidence of complications after starting treatment, 
although the penicillin group fared best with a 15-51% 
incidence compared with serum (37-°6%) and sulphon- 
amide (31-25%). The observed control rate of 18-58% 
is of little value except to direct attention to the high 
frequency of complications even in mild eg” The 
actual complications are not detailed, but the low 
incidence of suppurative otitis in the whole series—4:2% 
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(exactly one-half appearing after treatment was begun), 
compared with an earlier incidence of 12 to 14%— 
suggests that each kind of therapy was effective; this 
conclusion is reinforced by the finding that no patient 
developed mastoiditis after admission, although 6 did 
before admission. ] William Gunn 


OTHER BACTERIAL INFECTIONS 


724. Polyvalent Antigens for the Diagnosis of Salmonel- 
losis in Different Climates 

O. FeLSENFELD. American Journal of Tropical Medicine 
[Amer. J. trop. Med.) 27, 285-292, May, 1947. 40 refs. 


Polyvalent and antigens for the sero- 
diagnosis of salmonellosis are described. These anti- 
gens are composed of Salmonella agglutinogens corre- 
sponding to the antigens of most salmonellae found under 
different climates. They were tested in 60 cases of 
salmonellosis, 52 persons immunized with T.A.B. 
vaccine, 47 patients with diseases often giving non- 
specific positive Widal tests and 56 persons who were 
not immunized nor had a story of salmonellosis. The 
antigens were more reliable for the diagnosis of salmonel- 
losis than the routine set of typhoid, paratyphoid A and 
B antigens.—[Author’s summary.] 


725. Oculoglandular Tularemia Treated with Strepto- 
mycin 

P. MINDEN and J. E. SprinGer. Journal of the American 
Medical Association {[J. Amer. med. Ass.| 134, 1061- 
1064, July 26, 1947. 1 fig., 25 refs. : 


The history of investigations into the nature of Pas- 
teurella tularense and its effects upon human subjects is 
briefly outlined; numerous references are given. The 
organism may be transmitted to man by a variety of wild 
animals and birds, and the ticks or flies associated with 
them. It causes tularaemia, which may take any of the 
following four forms: (1) “* ulcero-glandular ”’, with open 
ulceration and regional adenitis—the commonest type; 
(2) * glandular ’’, characterized by adenopathy with no 
obvious local lesion; (3) “ typhoid ”’, a form in which 
there is no ulcer or adenitis but a severe constitutional 
illness; (4) ‘* oculo-glandular ’’—essentially an ulcerative 
conjunctivitis. All four forms are attended by severe 
systemic disturbances out of all proportion to any local 
lesion present. The oculo-glandular variety is the 
rarest, only 86 cases having been recorded before the 
author’s case. In this form there is a history of contact 
with a wild animal or bird, or of an insect bite. Swelling 
of one eye with a characteristic ulcerative conjunctivitis 
quickly develops accompanied by marked local adenitis 
and severe systemic effects, including fever up to 104° F. 
(40°C.) and muscular weakness. Convalescence is 
prolonged, and is often interrupted by a recrudescence of 
febrile symptoms. An intradermal test with a bacterial 
Suspension gives a positive result during the first week, 
while serum tests demonstrate the presence of agglu- 
tinins from the third week of illness. Sera from cases of 
tularaemia in human beings may also cross-agglutinate 
Brucella abortus and B. melitensis. Complications are 


rare, and include ulcerative and suppurative adenitis, 
corneal ulceration, and acute purulent dacryocystitis. 
The mortality in 78 cases of oculo-glandular tularaemia 
was 9%. Numerous forms of treatment, including 
penicillin therapy, have been tried without avail. Strep- 
tomycin has produced very encouraging results in 
other forms of tularaemia and has now been employed in 
the oculo-glandular form. 

A case in a boy of 11 is described in detail. Dramatic 
results were obtained as soon as streptomycin was 
administered. The dosage was 1 g. (1,000,000 units) 
daily, divided into 8 3-hourly doses and given intra- 
muscularly dissolved in isotonic sodium chloride solution, 
for 5 days. After the drug was stopped the boy’s tem- 
perature began to rise again and a second course of 
streptomycin was started. This, however, seemed to 


. make him worse, and after 3 days the streptomycin was 


discontinued again. The condition then rapidly cleared 
up. It was decided that the patient had acquired a 
sensitivity to either the drug or an impurity in the 
second sample. He was discharged after a further 6 days 
and has remained well. T. E. Graham 


726. Treatment of Tularemia with Streptomycin 
L. Fosuay. American Journal of Medicine [Amer. J. 
Med.]| 2, 467-473, May, 1947. 16 refs. 


This is not only a demonstration that streptomycin is 
the ideal antibiotic for the clinical cure of tularaemia, but 
also a plea for a scientific study of the most effective and 
most economical dosage. It would seem that violent 
constitutional infection can be overcome with smaller 
doses than are generally deemed “ safe”? but adenitis 
may require a dose of 3 g. daily, usually considered 
** safe’ but probably excessive. Thirty-seven patients 
in many different stages of the disease were treated with 
streptomycin almost exclusively. The period of treat- 
ment varied from 2 to 17 days and the total dosage per 
patient varied from 0-64 to 29-5 g. The results were 
good; often dramatic relief and improvement could be 
seen within a few hours. 

A note of caution is struck as to dosage. A dosage of 
1 to 3 g. daily for up to 12 days, generally regarded as 
** safe’, may well be excessive in tularaemia, and may 
not, in fact, be “ safe’? in view of the toxicity. It is 
possible that 0-5 g. daily for 2 to 3 days will eventually 
be found to be an adequate and truly “ safe’ dose. 
Whatever may eventually be decided as to the dosage, 
there can be no doubt that in tularaemia streptomycin 
checks the adenitis, heals the pneumonia, overcomes 
peritoneal infection, and cures the disease. : 

G. F. Walker 


727. Transitory Diabetic Syndrome associated with 
Meningococcic Meningitis 

M. J. Fox, J. F. Kuzma, and W. T. WasHaMm. Archives 
of Internal Medicine [Arch. int. Med.| 79, 614-621, June, 


‘1947. 1 fig., 12 refs. 


This is a study of 233 cases of meningococcal menin- 
gitis, with a note that 1 case in 4 showed a transient 
diabetes mellitus. Fortunately, if the septicaemia is well 
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and promptly treated the diabetic syndrome subsides. 
In 5 cases a wrong diagnosis was made, and the patient, 
who in fact was suffering from meningococcal septic- 
aemia, was deemed to be in a state of diabetic coma and 
treated accordingly. During such a mistaken course of 
treatment irreparable damage may be done to the tissues 
and viscera. 

Seventeen cases were examined at necropsy, but the 
findings do not sustain the contention that glycosuria in 
meningitis may be due to damage to the pituitary. 
Indeed, all the viscera, especially the liver, thyroid, 
spleen, pancreas, and adrenals, showed damage. The 
adrenal glands, in particular, revealed constant change; 
they are notably vulnerable to meningococcal infection, 
as in the Waterhouse-Friderichsen syndrome. Quite 
probably the glycosuria in meningococcal meningitis is due 
primarily to disturbance of the adrenal glands; this 
supports the authors’ plea that the clinician should keep 
a “very open mind and use a very thorough technique 
of examination when confronted with a case of coma at 
any age”’. G. F. Walker 


See also Section Paediatrics, Abstract 526. 


728. Management of Whooping Cough with Special 
Reference to Infants ; 

J. L. Kown and A. E. FiscHer. American Journal of 
Diseases of Children [Amer. J. Dis. Child.| 73, 663-670, 
June, 1947. 7 refs. 


The authors note that of 3,668 recorded deaths from 
whooping-cough in the United States in 1941, 94°% were 
in children under 3 years old. They describe the treat- 
ment of 887 infants under | year at Willard Parker 
Hospital, New York. Diagnosis was usually made from 
nasopharyngeal swabs. Essential treatment included 
good nursing, oxygen administration (often in a tent), 
aspiration of nasopharyngeal mucus as and when 
necessary, parenteral administration of fluids to restore 
and maintain hydration, and frequent small feeds pre- 
ceded and followed by aspiration of mucus. Chemo- 
therapy for secondary infection proved helpful in some 
cases. Mortality varied from 3-5 to 6:7% for the 
infants under | year of age, all of whom were severely ill. 
The prompt use of oxygen and of suction to aspirate 
mucus were important factors in the treatment. The low 
figure for mortality (3-5°%) obtained in 1945 was associ- 
ated with the use of hyperimmune serum. 

W. F. Gaisford 


- See also Section Hygiene and Public Health, Abstracts 
379-81. 


729. Brucella Sensitization: A Clinical Evaluation 

W. Dar.ey and R. W. Gorpon. Annals of Internal 
Medicine [Ann. intern. Med.| 26, 528-541, April, 1947. 
36 refs. 


The intradermal reaction to Brucella antigen is the 
most consistently positive test for chronic brucellosis. 
False positive reactions may occur, however, and a true 
positive reaction indicates only a state of allergy to 
Brucella abortus; it does not differentiate between past, 


latent, and active infection. The authors found that 
15-75% of 1,497 chronically ill patients gave a positive 
reaction, in contrast to 10-25% of 1,170 healthy adults, 
This higher incidence was held to indicate a connexion 
between brucellosis and chronic ill-health. It has been 
claimed that brucellosis may cause or aggravate the 
allergies, the psychoneuroses, and the chronic arthritides, 
but in this series there was no greater incidence of personal 
or familial allergy, psychoneurosis, or hypertrophic 
arthritis in the group of skin-sensitive patients. Only 
7:5%, of 80 cases of classical atrophic arthritis gave a 
positive reaction, as against 18°% of 61 cases of subacute 
infective arthritis, so that the authors feel that the 
possibility of brucellosis should be considered in cases of 
atypical rheumatoid arthritis. 

In a group of 74 brucella-sensitive patients considered 
clinically to be suffering from active brucellosis there was 
a higher incidence of sweating, fever, and generalized 
aching than in a control group of brucella-insensitive 
psychoneurotic patients with otherwise similar symptoms; 
a higher incidence of positive agglutination reactions was 
also observed. The authors believe low-grade chronic 
brucellosis to be a clinical entity, but feel that in a 
brucella-sensitive patient such a diagnosis can be made 
only by exclusion. H. V. Morgan 


See also Section Microbiology, Abstract 507. 
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730. The Chesson Strain of Plasmodium vivax 
Malaria.’ I. Factors Influencing the Incubation Period 
C. M. WuHorton, W. R. KirscHBaum, T. N. PULLMAN, 
R. Jones, B. Craice, A. S. ALVING, L. EICHELBERGER, 
and F. Coutston. Journal of Infectious Diseases {J. 
infect. Dis.| 80, 223-227, May-June, 1947. 14 refs. 


A strain (the Chesson strain) of Plasmodium vivax, 
apparently from New Guinea, was obtained in 1944 and 
used for the treatment of 125 white male mental patients 
and for testing new antimalarial drugs. The behaviour 
of the strain was studied, and in this and the following 
two papers some results are recorded. The mental 
patients were infected by intravenous injection of infected 
blood—trophozoite-induced malaria—while the drugs 
were tested on malaria produced in 195 white volunteer 
prisons inmates by the bites of infected mosquitoes 
(Anopheles quadrimaculatus)—sporozoite-induced malaria 
—the mosquitoes having been infected from the mental 
patients. 

The incubation period is defined as the interval between 
inoculation and the first rise of rectal temperature above 
100° F. (37-8° C.); the prepatent period as the interval 
between inoculation and the first appearance of parasites 
in a thick blood film; and the /atent period as the interval 
between the time of giving the last dose of a drug and the 
reappearance of parasites in a thick blood film. The 
various groups of figures were analysed statistically to 
exclude chance associations. 

In trophozoite-induced malaria the mean incubation 
period (4-8 days) after injection of infected blood of an 
incompatible blood group was longer than that with 


ean 


con 
nur 
tha 
mo! 

the 
ind 
wit! 
infe 
rect 
bit 
in | 
731 
Miz 
La 

B. 

Inj 
Jui 
[se 
we 
st 

15 
m 
to 
pa 
58 


on 


ith 


MALARIA 221 


compatible blood (2-1 days); it varied inversely with the 
number of parasites injected, from 3 to 11 days with less 
than a million to about half a day with 1,000 million or 
more, but the stages of development of the parasites at 
the time of injection were not noted. In sporozoite- 
induced malaria, the prepatent period varied inversely 
with the dose of sporozoites as judged by the degree of 
infection of the mosquito salivary glands, but it is 
recognized that the number of sporozoites injected at a 
bite could not be reliably estimated; the average period 
in 139 volunteers was 13-6 days. J. F. Corson 


731. The Chesson Strain of Plasmodium vivax 
Malaria. II. Relationship between Prepatent Period, 
Latent Period and Relapse Rate 

B. Craice, A. S. ALvinG, R. Jones, C. M. WHORTON, 
T. N. PuLtMAN, and L. Journal of 
Infectious Diseases |J. infect. Dis.] 80, 228-236, May- 
June, 1947. 5 figs., 7 refs. 


Twenty drugs were tested on prisoner volunteers 
[see Abstract 730] and the dosages [mentioned] 
were presumed to be suppressive but not curative; 
studies included quinine, quinacrine  [mepacrine], 
“ chloroquine *’, metachloridine pentaquine *’, and 
15 other synthetic compounds, distinguished by numbers, 
most of them being rapidly excreted drugs. 

The relapse rate after the primary attack was related 
to the prepatent period; 90% of cases when the pre- 
patent period was 14 days or less relapsed, and only 
§8°,, when it was 15 days or more. The second relapse 
rate after further treatment was also higher in the group 
with short prepatent periods—85 and 37% respectively 
for 14 days or less and 15 days or more. The latent 
period was similarly related to the prepatent period, 
being less than 30 days in 89% of the group with short 
prepatent periods and in only 46% of the group with 
longer prepatent periods. Again, the relapse rate among 
patients with a short latent period (under 30 days) was 
higher (85°) than among those with a longer latent 
period (52%); the latter were usually cured with the next 
course of treatment, only 11% again relapsing, while 
62°,, of patients with short latent periods had multiple 
relapses. Subsequent latent periods corresponded in 
length with preceding ones; with preceding latent periods 
of under 30 days 83% relapsed within 30 days, while 
with longer preceding latent periods only 36% relapsed 
within 30 days. The authors conclude that with this 
strain of P. vivax a short prepatent period presages a 
short latent period after the primary attack, and a high 
telapse rate after both the primary attack and the first 
relapse. 

Boyd (Amer. J. trop. Med., 1940, 22, 279) showed that 
with a short prepatent period the course of the attack 
was relatively long; since the size of the dose of sporo- 
Zoites seems to affect the prepatent period, the dose 
must be a factor influencing the course of the disease. 
The invasiveness of P. vivax varies with the strain, the 
dosage, and the condition of the sporozoites, and (with 
drug treatment) with the physiological reactions of the 
body toadrug. Patients with longer prepatent and latent 
periods were less resistant to drugs than those with 


shorter periods and were more easily cured; hence 
these periods may be a guide to the resistance of a case 
of malaria. These findings are limited to the Chesson 
strain of P. vivax and to cases not previously treated 
with slowly excreted drugs. J. F. Corson 


732. The Chesson Strain of Plasmodium vivax 
Malaria. III. Clinical Aspects 

C. M. Wuorton, E. Yount, R. Jones, A. S. ALVING, 
T. N. B. Craice, and L. EICHELBERGER. 
Journal of Infectious Diseases |J. infect. Dis.) 80, 237-249, 
May-June, 1947. 8 figs., 22 refs. 


The trophozoite-induced infections, being intended for 
treatment of mental disease, were prolonged; drugs were 
withheld, and remissions often cecurred spontaneously. 
The sporozoite-induced infections, on the other hand, 
were shorter because the therapeutic trials of drugs were 
begun early. 

In sporozoite-induced infections, prodromata before 
primary attacks were very rare and were not observed 
before relapses. .Remittent fever occurred at the onset 
in 126 (80°%) of 158 cases, and intermittent fever in 32 
(20%); of the latter, 27 had quotidian and 5 tertian 
febrile peaks. Suppressive drugs were given to 44 
patients during the incubation period, and only 18 
(41%) had remittent fever. As other workers have 
noted, schizogony was irregular during remittent fever. 
After typical malarial paroxysms had become established 
in the primary attack, the fever was quotidian in 80% and 
tertian in 20%; and quotidian fever was more frequent 
(89%) in patients with remittent fever at the onset than 
in those with intermittent paroxysms from the onset 
(69%). Quotidian fever was less common in relapses. 
In a few cases where treatment was delayed, the highest 
temperature was not reached until several paroxysms had 
occurred. Chills were uncommon during the period of 
remittent fever. The distribution of 414 peak tempera- 
tures formed a Gausserian curve, 94% occurring between 
8 a.m. and 10 p.m. The symptoms were the same as 
those of other Plasmodium vivax infections: herpes 
simplex was very common and often severe, leucopenia 


- occurred early; an average loss of 2-9 g. per 100 ml. of 


haemoglobin in 7 days was found in a group of 30 patients, 
and of 6-49 g. per 100 ml. in 15 days in 5 others. Of 
109 patients treated during the primary attack with 
suppressive drugs or suppressive doses of curative drugs, 
89% relapsed once; second and third relapses were 
frequent. Over half the relapses occurred within 2 
weeks. 

In trophozoite-induced infections, of 118 patients 
93% had irregular remittent fever at the onset and 7% 
intermittent fever; the initial remittent fever was 
usually somewhat shorter with longer incubation periods, 
and vice versa. Most of the cases (26 out of 34) left 
untreated until clinical latency occurred began. with 
quotidian fever, but later the initial quotidian fever at 
the onset was less frequent and various changes from 
quotidian to tertian, and the reverse, took place, being 
doubtless related to two or more generations of parasites. 
The duration of the paroxysms gradually decreased. 
Chills were uncommon in the initial remittent fever, but 
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began early in the typical paroxysms. Peak temperatures 
were more evenly distributed during the day than in 
sporozoite-induced infections; 47% of peaks over 
103° F. (39°4° C.) occurred between 10 a.m. and 6 p.m., 
most being about noon. In 34 patients left untreated 
until latency occurred, the duration of fever varied from 
10 to 79 days, the mean (35 days) being inversely related 
to the length of the incubation period. Full courses of 
quinacrine cured the infection without relapses taking 
place. J. F. Corson 


733. Clinical Trials of Paludrine 

R. N. CHAupDHuRI and M. N. Rat CHAUDHURI. Indian 
Medical Gazette {Indian med. Gaz.] 82, 247-253, May, 
1947. 9 figs. 


734. Clinical Trial of Paludrine in Malaria 
J. G. PareKH and B. P. BoGHANI. Indian Medical 
Gazette [Indian med. Gaz.] 82, 253-255, May, 1947. 


735. Clinical Study of Paludrine 
M. N. De and P. N. Dutta. Indian Medical Gazette 
[Indian med. Gaz.] 82, 257-260, May, 1947. 


These three investigations deal with the effects of 
paludrine on malaria in India. A total of 188 patients 
were treated; with 5 exceptions all were Indians: 87 
infections were due to Plasmodium falciparum, 94 to 
P. vivax, 5 to P. malariae, with 1 due to P. falciparum and 
P. vivax and 1 due to P. falciparum and P. malariae. 

Several dose schedules were tested. Chaudhuri and 
Rai Chaudhuri gave the following doses according to 
age: 


Age in years Above 12 6 to 12 | Under 6 

Regimen A 100 mg. 50 mg. 50 mg. 

Regimen B_ | 300 mg. 150 mg. 100 mg. 

Regimen C | 100mg.thrice | 5Omg.thrice | 50mg.twice 
daily for 4 daily for 4 daily for 4 
days days days 


With the first treatment of 11 patients 6 relapsed within 
19 days: 1 of these infections was due to P. malariae, | to 
P. falciparum and P. vivax, the remainder to P. falciparum. 
Two patients with P. vivax malaria and 3 with P. falci- 
parum malaria did not relapse, though the period of 
observation was too short. 

With regimen B, of 42 patients 6 relapsed, 5 infections 
being due to P. falciparum and 1 to P. vivax. Of 27 
patients given regimen C none relapsed. Paludrine 
acted more quickly on the asexual forms of P. falciparum 
than on those of P. vivax. It had no action on 
gametocytes, but in 2 instances where mosquitoes were 
fed on patients with crescents in their blood no infection 
occurred, suggesting that paludrine had rendered the 
sexual forms non-infective. No toxic effects were seen. 

Parekh and Boghani gave the following doses: (I) a 
single dose of 100 mg., (II) a single dose of 300 mg., 
(III) 100 mg. daily for from 2 to 8 days, (IV) 100 mg. 
once a week for 2 to 24 weeks, (V) 100 mg. thrice daily 
for 2 to 10 days, (VI) 200 mg. thrice daily for 3 to 5 
days. Of 7 patients with the first dosage 1 relapsed in 


12 days; of 7 patients with the second dosage 2 died 
with cerebral malaria and only 1 was followed up; of 
2 patients with the third dosage | {P. vivax infection) 
relapsed after 3 months; of 6 patients (all due to P. vivax 
infections) with the fourth dosage 4 relapsed in from 2 
to 84 months. Of 8 patients on the fifth dosage | 


(P. vivax infection) relapsed after 6 months. Six patients 
had toxic reactions as follows: 
Total | 
Case Dosage | Reaction 
(mg.) 
1 | 100 weekly — 600 | Weakness, drowsiness 
2 | 100 thrice daily 900 | Urticaria, back pain 
3 |100 ,, 3,000 | Diarrhoea 
4 1,800 | Diarrhoea and vomiting 
5 1,500 | Urticaria and drowsiness 
6 | 100 weekly Weakness and drowsi- 
| ness 


Reactions appeared to be due to personal idiosyncrasy, 
De and Dutta also used five different dose schedules, 
Group I received 100 mg. thrice daily for 7 days, then 
twice daily for 7 days; Group II received 100 mg. 
thrice daily for 7 days; Group III, 100 mg. twice daily 
for 7 days; Group IV, 200 mg. thrice daily for 2 days, 
and then 100 mg. thrice daily for 5 or 6 days; Group V, 
100 mg. for 3 days. Parasites disappeared from the 
peripheral blood in 24 to 96 hours: fever was rather slower 
in disappearing. No toxic reactions were seen. No 
attempt was made to follow up the patients. ; 

[The treatment recommended by manufacturers for 
Indian strains of malaria is as follows: for the clinical 
cure of all types of malaria 0-3 g. (three tablets) in a 
single dose is sufficient. To obtain a radical cure of 
P. falciparum malaria 100 mg. should be given three times 
a day for 10 days; larger doses may be given over a 
shorter period. The radical cure of P. vivax malaria is 
still under investigation. After the acute attack has been 
controlled 100 mg. should be given twice weekly for 
6months. For children over 10 years adult doses should 
be used; for children under 10 the dose should be 
according to age and size, but no child should receive less 
than 25 mg. (quarter tablet). For prophylaxis 100 mg. 
should be taken twice weekly at spaced intervals. This 
should give complete causal prophylaxis against P. 
falciparum and effective clinical prophylaxis against 
P. vivax malaria. In non-hyperendemic areas 100 mg. 
once weekly gives a good degree of protection; in 
hyperendemic areas, if the once-weekly regime is pre- 
ferred the dose should be three tablets (300 mg.) each 
week.] G. M. Findlay 


736. Acquired Resistance to Paludrine in Plasmodium 
gallinaceum. Acquired Resistance and Persistence 
after Passage through the Mosquito 

A. BisHop and B. Birketr. Nature [Nature, Lond.) 159, 
884-885, June 28, 1947. 9 refs. 


Infections with Plasmodium gallinaceum in chicks were 
treated with sub-therapeutic doses of ‘“* paludrine” 
which were then progressively increased. It was found 
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that resistanee to the drug gradually developed, and 
within 44 months the parasites were apparently unaffected 
by the maximum doses of paludrine tolerated by the 
chicks. The parasites were also resistant to a compound 
“4430” related to paludrine (paludrine is N’-p-chloro- 
phenyl-N®°-isopropylbiguanide ; in 4430” the hydrogen 
on N® is replaced by a methyl group. The drug resistance 
was still retained after five successive passages through 
the mosquito host. [This is very interesting because, for 
the first time, the authors have shown that drug resistance 
survives an undisputed sexual process in the intermediate 
host. Drug resistance in trypanosomes persists after 
cyclical transmission through the tsetse fly, but sexual 
reproduction is not supposed to occur in the intermediate 
host]. D. G. Davey 


737. Effects of Paludrine and Other Antimalarials 

J. WILLIAMSON, D. S. BERTRAM, and E. M. Lourie. 
Nature (Nature, Lond.] 159, 885-886, June 28, 1947. 
6 refs. 


This work, done independently of the work by Bishop 
and Birkett (Abstract 736), has led to the same conclu- 
sions. It is pointed out that, using methods similar to 
those with which the authors produced resistance to 
“ paludrine ’’, they have failed to produce resistance to 
quinine, mepacrine, sulphadiazine, and a compound 
“3349”. D. G. Davey 


LEISHMANIASIS 


738. Serological Diagnosis of Kala-azar by a Methyl 
Tuberculous Antigen. (Diagndstico serolégico del Kala- 
azar, con el antigeno metilico tuberculoso) 

V. SANCHIS BAYARRI and R. Marco AuuirR. Revista 
Clinica Espafiola (Rev. clin. esp.] 25, 103-107, April 30, 
1947. 9 


The dangers and limitations of sternal and splenic 
puncture and the lack of any simple test for cure in kala- 
azar prompted the authors to investigate a serological 
reaction using the methyl tuberculous antigen of Boquet 
and Négre (C.R. Soc. Biol., 1920, 83, 960; 1922, 96, 581; 
1923, 89, 138; Rev. Tuberc., 1920, 1, 257). Their work 
was inspired by the original observations of Bier (Rev. 
brasil. Leprol., 1936, 4, 211), who, while working on the 
serum reactions of cases of leprosy, noted a high degree of 
complement fixation in the serum of a case of kala-azar 
in the presence of a tuberculous antigen. The sero- 
logical technique employed is described. Twenty cases 
of kala-azar, confirmed by positive splenic puncture, 
were tested; in 18 the results were strongly positive, and 
in 2 with slight splenomegaly and few parasites there was 
a slightly positive reaction. In all the cases a total and a 
differential blood count were performed at the same time; 
also serological examination for syphilis. The main 
results are tabulated. As a control the reactions were 
tested in a number of cases of syphilis, cutaneous leish- 
maniasis, Banti’s disease, lymphatic leukaemia, malaria, 
and subacute infective endocarditis. These results were 
negative, but the test was mildly positive in tuberculosis. 
Control tests with methyl alcohol instead of the antigen 
showed that the former had no power of complement 
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fixation. The fact that the method is very sensitive in 


_ visceral leishmaniasis but that results are negative in 


cutaneous infections is not explained. The high degree 
of specificity is attributed to the use of Boquet and 
Négre’s antigen instead of the Witebsky-Kliengestein and 
Kahn antigen used by Bier. The active substance and 
the mechanism of the reaction remain speculative, the 
authors discussing various possible explanations only to 
dismiss them. J.J. Keevil 


739. Sodium Stibogluconate in the Treatment of Kala- 
azar: Report on the Treatment of Eight Cases and the 
Appearance of Probable Drug Reactions 

B. MAEGRAITH, J. CARR BRUNDRETT, J. D. RiGBy, and 
R. A. SLApDpDEN. Annals of Tropical Medicine and 
Parasitology [Ann. trop. Med. Parasit.] 41, 118-128, 
May, 1947. 3 figs., 4 refs. 


Sodium stibogluconate (sodium antimony gluconate) 
was used for the treatment at Liverpool of 8 patients 
infected with kala-azar while serving in India or the 
Mediterranean littoral. Infection was proved by sternal 
or splenic puncture. A weak solution of sodium anti- 
mony gluconate containing 20 mg. of antimony per ml. 
was used for treatment, doses of 12 ml. being injected 
intravenously twice a day. It was intended to give these 
doses for 10 consecutive days, but owing to the develop- 
ment of rigors the full course was administered in 3 cases 
only. In these 3 progress was excellent. In the other 
5 cases a rapid rise of temperature associated with a 
severe rigor occurred without warning about half an 
hour after the tenth, twelfth, or fourteenth dose. In 
4 of the cases the temperature returned to normal in 
24 to 28 hours and subsequent clinical progress was 
maintained. The remaining patient, a negro who had 
also received treatment for amoebiasis and gonorrhoea, 
died after a severe rigor following the twelfth injection. 
The temperature rose to 107° F. (41-9° C.), the patient 
was shocked and cyanosed, and he died of vascular 
failure 21 hours after the dose. Necropsy revealed a 
haemorrhage from the duodenum, which was markedly 
congested. There was also some renal congestion and 
the liver was pale, with areas suggestive of focal necrosis. 
Histological examination showed fairly widespread 
cytoplasmic degeneration of the liver cells, especially 
towards the centres of the lobules. There was no myo- 
cardial degeneration of the type associated with antimony 
poisoning, and analysis of the organs for antimony 
showed that the drug had not accumulated in the body 
and previous excretion had been satisfactory. The batch 
of drug used for the fatal case was the same as that used 
for the treatment of 1 of the 3 patients in which no 
reactions were observed, and was also shown to be of 
low toxicity to mice. There was no correlation between 
the appearance of rigors and the severity or origin of 
infection, and as there was no evidence of antimony 
intoxication it is suggested that the reactions may have 
been attributable to the organic part of the drug. Ana- 
phylactic reactions to antimony and manifestations of 
the leishmania infection are also possible explanations. 

Six of the 8 patients were studied for 3 to 9 months and 
all appeared to have been cured. 
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[These results are surprising in view of the fact that 
slight rigors were observed in only 1 of the 36 cases 
treated by Kirk and Sati (Amn. trop. Med. Parasit., 1947, 
41, 14). Even greater doses of the drug were given in 
concentrated solution, and it seems improbable that the 
larger volume of the weaker solution injected in the present 
series could have made any difference. The discrepancy 
between the two sets of observations remains 
unexplained.] L. G. Goodwin 


RHEUMATIC FEVER . 


740. Effect of para-Aminobenzoic Acid on Fever and Joint 
Pains of Acute Rheumatic Fever 

H. RosensL_uM and L. E. Fraser. Proceedings of the 
Society for Experimental Biology and Medicine (Proc. 
Soc. exp. Biol., N. Y.] 65, 178-180, June, 1947. 2 figs., 
10 refs. 


Because of its effect in rickettsial diseases, p-amino- 
benzoic acid was tried in acute rheumatic fever. The 
substance appeared to have a definite effect on the fever 
and joint pains in 9 patients (children ranging in age from 
6 to 12 years) who were given an initial dose of 3 to 4 g. 
at 2 to 3-hourly intervals. R. Wien 


741. Cerebral Manifestations of Acute Rheumatic 
Fever 

H. A. WARREN and J. CHORNYAK. Archives of Internal 
Medicine [Arch. intern. Med.] 79, 589-601, June, 1947. 
1 fig., 18 refs. 


The authors’ conclusions from a study of the literature 
and of 207 patients with rheumatic fever, of whom 5 
exhibited cerebral disturbance, are as follows. Apart 
from and distinct from chorea, there may occur in the 
course of rheumatic fever a series of manifestations of 
higher cerebral disturbance. First may be mentioned 
hallucinations, phobias, and states of sharp and intense 
panic. Secondly, there are the cerebral manifestations 
of peripheral embolic phenomena from bacterial endo- 
carditis. Thirdly; comes a group comprising delirium, 
restlessness, and convulsions. Fourthly, there is a 
syndrome in rheumatic fever consisting of mask-like 
facies, mental retardation, and sleeplessness. Lastly, the 
possibility of salicylate intoxication must be kept in 
mind. G. F. Walker 


742. Erythema Annulare (Lehndorff-Leiner) without 
Other Rheumatic Manifestations. (Erythema annulare 
Lehndorff-Leiner ohne andere rheumatische Manifesta- 
tionen) 

W. WINKLER. Annales Paediatrici [Ann. Paediat., 
Basel] 168, 303-310, June, 1947. 1 fig., 51 refs. » 


A case of erythema annulare (Lehndorff-Leiner) is 
described and conclusions are drawn as to its cause and 
the aetiology of rheumatic fever. 

The patient was a boy of 9. Since the age of 6 the boy 
had had attacks of fatigue, listlessness, and anorexia 
followed 2 days later by a skin eruption described as 
erythema annulare. These attacks occurred every few 
months at first, but later the interval was only | to 2 weeks. 


He lost weight during the attacks and recovered a little in 
the intervals. There was no swelling or pain in his joints, 
and temperature was never above 986° F. (37° C.). On 
admission to hospital, on Jan. 3, 1946, the boy had a 
typical erythema annulare. The tonsils were enlarged 
with crypts and some purulent exudate; heart and joints 
were normal. No nodules were felt. Erythrocyte 
sedimentation rates and blood pictures were normal. 

The tonsils were removed and Streptococcus haemoly- 
ticus and Strep. viridans were grown fromthem. Anauto- 
genous vaccine was made from these organisms. The 
patient was free from rash by Jan. 20. Three days 
later vaccine therapy was started with 0-3 ml. containing 
100 million organisms [? per ml.]. Five hours later the 
patient developed erythema annulare but no general 
symptoms. During the whole course of injections (the 
number of which is not stated) he had several attacks, 
After vaccine therapy had been stopped he had another 
attack of erythema and Strep. haemolyticus and Strep, 
viridans were again found in his throat. The same thing 
happened when later he had influenza. Another vaccine 
was made from organisms found on this occasion. After 
the first dose of this vaccine he had a mild eruption, but 
after the second dose (0-3 ml. containing 1,000 million 
organisms [? per ml.]) he had vomiting and fatigue 
followed by erythema annulare. 

Antibodies against Strep. haemolyticus and Strep. 
viridans in the patient’s blood were demonstrated by the 
method of Prausnitz-Kiistner. The author subjected 
himself to three intracutaneous injections of 0-5 ml. of the 
patient’s serum in his left upper arm. Two days later 
0-1 ml. of physiological saline was introduced into the 
uppermost site of injection and 0-1 ml. of the vaccine into 
the second one; the third site was left free. A control 
was made with 0-1 ml. of the vaccine on the right upper 
arm. Thirty minutes later the second site ongthe left arm 
showed an erythematous ring of 3 cm. diameter and an 
infiltration of 8 mm. diameter. This disappeared the 
following day, but 6 days afterwards there was another 


milder reaction. Twelve days later another injection of. 


vaccine was made at the same site. Again after 30 
minutes a reaction appeared, but the end-result was now 
an indolent and hard nodule. This was excised 2 days 
later. Histologically, a severe inflammation of the 
corium with increased infiltration of granulocytes was 
found, together with severe oedema and partial lifting of 
epidermis. 

The author states that it is universally accepted that 
erythema annulare is pathognomonic of rheumatic fever, 
and that he can therefore draw conclusions from this case, 
which has no rheumatic manifestations, as to the aetio- 
logy of rheumatic fever. [This would not be accepted in 
Britain.] The cause of the skin eruption seemed to be an 
antigen-antibody reaction, the antigen being Strep. 
haemolyticus and Strep. viridans. These findings seem to 
support the theory that rheumatic fever is caused by these 
two organisms, as suggested by W. Veil (Rheumatismus 
und die streptomykotische Symbiose, Stuttgart, 1939). 
In contrast to this is the virus theory of Neergard (Die 
Katarrhinfektion, Leipzig, 1939). The author considers 
it likely that the virus prepares the soil for the strepto- 
cocci. E. Lejbowicz 
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